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wherein is -OH. a cartx)xy-protecting group or (alkyl)-amino group. is H. or -NOg. (protected) amino, (protected) 
hydroxyl. lower alkyi or lower alkoxyl group. R^ is a halogen atom. H. or -NOg. lower alkyl. lower alkoxyl or amino group. 
R^ is an azido. (substituted) hydrazino. (substituted) amino, lower alkoxyl or hydroxyl group. R^. R^ and R^ are inde- 
pendently H, -NO2. halogen atom or lower alkyl group, R® is a -NO2. (substituted) amino. -OH or lower alkoxyl group. A 
is N or C-R^^. in which R^^ is H. halogen atom, or (substituted) lower alkyl. lower alkenyl. lower alkynyl. lower alkoxyl, 
lower alkylthio or nitro group, and B is N or C-R^^. in which R**^ is H or halogen atom, or salts thereof, and medicine 
comprising such a compound as an active ingredient. The derivatives or the salts thereof exhibit excellent antibacterial 
action and peroral absort>ability, scarcely cause side effects, and are easy of synthesis. 
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Description 
TECHNICAL FIELD 

5 [0001] The present invention relates to novel pyridonecartxsxylic acid derivatives or salts thereof which exhibit excel- 
lent antibacterial activities arxj peroral ak)sorbability, and medicines comprising such a compound as an active ingredi- 
ent. 

BACKGROUND ART 

to 

[0002] Many compounds having a pyridonecart)oxylic acid as a basic skeleton are known to be useful as synthetic 
antik^acterial agents because they have excellent antibacterial activities and wide antit>acterial spectra. Of these, nor- 
floxacin (Japanese Patent Application Laid-Open No. 141286/1978). enoxactn (Japanese Patent Application Laid-open 
No. 31042/1980), ofloxacin (Japanese Patent Application Laid-Open No. 46986/1982), ciprofloxacin (Japanese Patent 
75 Application Laid-Open No. 76667/1983). tosufloxacin (Japanese Patent Application Laid-Open No. 228479/1985) and 
the like are in wide clinical use as agents for treating infectious diseases. 

[0003] However, these compounds have been not yet sufficient in antibacterial activity, intestinal absort^ility, meta- 
bolic stability and side effects, particularly, phototoxicity, cytotoxicity, etc. Pyridonecartx>xylic acid derivatives carrying 
cyclic amino group at the 7-position of the naphthyridine skeleton or quinoline skeleton have also been known 
20 (WO96/12704). However. It is still desired to develop compounds far excellent in absorbability and easy-to-synthesize. 
[0004] It is therefore an object of the present invention to provide novel compouncte satisfying all respects of antibac- 
terial activity, oral absort>abilfty, metatx>iic stability and side effects, particularly, phototoxicity, cytotoxicity, etc.. and med- 
icines containing such a compound. 

25 DISCLOSURE OF THE INVENTION 

[0005] In view of the foregoing circumstances, the present inventors have carried out intensive research, synthesized 
various kinds of compounds and investigated their antibacterial activities, absort^abilities. skie effects and the like. As a 
result, it has been found that specific pyridonecarboxylic acid derivatives satisfy the above-described requirements, 
30 thus leading to completion of the present invention. 

[0006]. According to the present invention, there is thus provkled a pyridonecarboxylic acid derivative represented by 
the general formula (1): 



35 



40 



45 




(I) 



50 wherein R"* is a group -OR^ (wherein R^ is a hydrogen atom or carboxy-protecting group), amino group or lower 
alkylamino group. R^ is a hydrogen atom, nitro group, amino or hydroxyl group which may be protected, lower alkyi 
group, or lower alkoxyl group, R^ is a halogen atom, hydrogen atom, nitro group, lower alkyI group, lower alkoxyl group 
or amino group. R"* is a nitro group, azido group, hydrazine group which may be substituted, group -NR"'°R^"* (wherein 
R^^ and R"*^ may be the same or different from each other and are Independently a hydrogen atom, lower alkyl group 

55 which may be substituted, bwer alkenyl group, lower cycloalkyl group, saturated heterocyclic group or amino-protecting 
group), lower alkoxyl group or hydroxyl group, R^. R® and R^ may be the same or different from one another and are 
independently a hydrogen atom, nitro group, halogen atom or lower alkyl group. R^ is a nitro group, amino group which 
may be substituted, hydroxyl group or lower alkoxyl group. A is a nitrogen atom or group C-R^^ (wherein R^^ is a hydro- 
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gen atom, halogen atom, lower alkyl group which may be substituted, lower alkenyl group, lower alkynyl group, lower 
y alkoxyl group, lower alkylthio group or nitro group), and B is a nitrogen atom or group C-R''^ (wherein R^^ is a hydrogen 
atom or halogen atom), or a salt thereof. 

[0007] According to the present invention, there is also provided a medicine comprising the pyridonecarboxylic acid 
5 derivative or the salt thereof as an active ingredient. 

[0008] According to the present invention, there is further provided a medicinal composition comprising the pyridone- 
carboxylic acid derivative or the salt thereof and a pharmaceutically acceptable carrier. 

[0009] According to the present invention, there is still further provided use of the pyridonecartxsxylic acid derivative 
or the salt thereof for a medicine. 
10 [001 0] According to the present invention, there is yet still further provided a method of treating an infectious disease, 
which comprises administering an effective amount of the pyridonecartx>xylic add derivative or the saN thereof to mam- 
mal including the human, fish or shellfish, or bird. 

BEST MODE FOR CARRYING OUT THE INVENTION 

15 

[0011] The present invention wilt hereinafter be described in detail. Incidentally, the term ^'lower" in the substituent 
r groups of the pyridonecart>oxylic acid derivatives represented by the general formula (1) means that such a substituent 

group has 1 to 7 carbon atoms, particularly preferably 1 to 5 caftx>n atoms in the case where the substituent group is 
linear. NA/hen the substituent group is cyclic on the other hand, it means a substituent group having 3 to 7 carbon atoms. 

20 [001 2] The carboxy-protecting group represented by R^ in the general formula (1 ) means an ester residue of a car- 
boxylic ester, and examples thereof include any groups wtiich may be cleaved with comparative ease to produce a free 
cartDOxyl group. Specific examples thereof include groups cleaved by a treatment under mild conditions, such as hydrol- 
ysis or catalytic reduction, for example, lower alkyl groups such as methyl, ethyl, n-propyl. isopropyl. n-butyl. isobutyl, t- 
butyl, pentyl. hexyl and heptyl groups; lower alkenyl groups such as vinyl, allyl. 1-propenyl. butenyl, pentenyl, hexenyl 

25 and heptenyl groups; aralkyi groups having 7 to 11 carbon atoms, such as a benzyl group; and aryl groups having 7 to 
1 1 carbon atoms, such as phenyl and naphthyl groups; and groups cleaved easily in vivo, for example, lower alkanoy- 
loxy-lower alkyl ^oups such as acetoxymethyl and pivaloyloxymethyl groups; lower alkoxycarbonyloxy-k>wer alkyl 
groups such as methoxycarbonyloxymethyl and 1-ethoxycarbonyloxy ethyl groups: lower alkoxy-lower alkyl groups such 
as a methoxymethyl group: lactonyl groups such as a phthalidyl group; di-lower-alkylamino-lower alkyl groups such as 

30 a 2-dimethylaminoethyl group; and a (5-methyl-2-oxo-1 ,3<lioxol-4-yl)methyl group. 

[0013] As R^. a hydrogen atom is particularly preferred. The lower alkylamino group represented by R** means an 
amino group substituted by one or two of lower alkyl groups having 1 to 7 carbon atoms, such as methyl and ethyl 
groups, and examples thereof include methylamino, ethylamino. dimethylamino and methyl ethylamino groups. 
[0014] A protecting group in the amino or hydroxyl group, which is represented by R^ and may be protected, may be 

35 any group so far as it can protect the amino or hydroxyl group from chemical reactions and be cleaved with ease after 
completion of the desired reaction. Examples thereof include lower alkanoyi groups such as formyl, acetyl, propionyl. 
pivaloyi and hexanoyi groups: tower alkoxycartx)nyl groups such as methoxycarbonyl, ethoxycartx)nyl. propoxycart)onyl 
and t-butoxycart)onyt groups; aroyi groups such as benzoyl, toluoyi and naphthoyl groups; araikytoxycarbonyl groups 
such as benzyioxycartxxiyl and phenethyloxycarbonyl groups; and aralkyi groups such as benzyl, phenethyl. benzhy- 

40 dryl and trityl groups. 

[001 5] Examples of the lower alkyl group represented by R^ Include linear or branched alkyl groups having 1 to 7 car- 
bon atoms, such as methyl, ethyl, n-propyl. isopropyl, n-butyl, isobutyl. t-butyl, pentyl, hexyl, heptyl, 1 -ethylpropyl. 1,1- 
dimethyllxjtyl, 2,2-dimethylbutyl, 3,3-dimethylbutyl and 2-ethylbutyl groups. Of these, the methyl group is preferred. 
[0016] Examples of the lower alkoxyl group represented by R^ include linear or branched alkoxyl groups having 1 to 
45 7 cart>on atoms, such as methoxy, ethoxy, propoxy, isopropoxy, butoxy and t-butoxy groups. Of these, the methoxy 
group is preferred. 

[0017] Examples of the halogen atom represented by R^ include fluorine, chlorine, bromine and iodine atoms. Of 
these, the fluorine atom is particularly preferred. 

[0018] Examples of the lower alkyl group represented by R^ include the same groups as those mentioned in R^. Of 
so th se. the methyl group is preferred. 

[001 9] Examples of the lower alkoxyl group represented by R^ include the same groups as those mentioned in R^. Of 
th se, those having 1 to 7 cartjon atoms, such as methoxy. ethoxy and propoxy groups are preferred, with the methoxy 
group being p>articularly preferred. 

[0020] Exanptes of the substituent group in the hydrazine group, which is represented by R^ and may be substituted, 
55 include lower alkyl groups such as methyl, ethyl, n-propyl, isopropyl. n-butyl. isobutyl. t-butyl, pentyl. hexyl and heptyl 
groups. A 1 -methylhydrazino group is particularly preferred as the hydrazine group which may be substituted. 
[0021] Examples of the lower alkyl groups which are represented by R'*^ and R"*** in the group -NR'^^R''^ represented 
by R"^ and may be substituted include the same lower alkyl groups as those represented by R^, and lower alkyl groups 
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substituted by one a more of halogen atoms, hydroxyl groups, lower alkoxyl groups and amino groups. The halogen 
atoms and lower alkoxyl groups referred to here include the same atoms and groups as those respectively mentioned 
in R^. Preferable examples of the lower alkyi groups which may be substituted include methyl, etfiyl, t-butyl. 2-hydrox- 
yethyl. 2-hydroxy-1-methyiethy1. 2-hydroxy-n-propyl. 3-hydroxy-n-propyl, 2.3-dihydroxy-n-propy!. 2.2.2-trifluoroethyl, 
5 3.3,3-trifluoro-2-hydroxypropyl, 2-hydroxy-3-methoxypropyl. 3-fluoro-2-hydroxypropyl, methoxyethyl. aminomethyl, ami- 
noethyl. aminopropyl and 2-amino-1 -methoxyethyl groups. 

[0022] Examples of the tawer alkenyl groups represented by and R**^ in the group -NR'^^R^*' represented by R"* 
include vinyl, allyl and 1-propenyl groups. Of these, the allyl group is preferred. 

[0023] Examples of the lower cycloalkyi groups represented by R^° and R^ in the group -NR^^R^^ represented by 
10 include cycloalkyi groups having 3 to 7 cartx)n atoms, such as cydopropyi. cyclobutyl, cyclopentyl. cycbhexyi and 
cycloheptyl. Of these, the cyclopropyl group is preferred. 

[0024] The saturated heterocyclic groups represented by R''^ and R**^ in the group -NR'^^R'' ** represented by R"^ mean 
saturated heterocyclic groups containing at least one nitrogen, oxygen or sulfur atom in their rings and having 2 to 8 
cart>on atoms. Exanrples thereof include aziridinyl. azetidinyl, pyrrolidinyl, piperidinyl, piperazinyl, oxetanyl, morpholino. 

IS thiomorpholino and oxeizolidinyl groups, with the pyrrolidinyl and oxetanyl groups being preferred. 

[0025] The amino-protecting groups represented by R'*^ and R^^ in the group -NR^^R'"'* represented by R"* may be 
any groups so far as they can protect the amino group from chemical reactions and be cleaved with ease after comple- 
tion of the desired reaction. Examples thereof include the same groups as those mentioned in R^. 
[0026] Exarrples of the lower alkoxyl group represented by R^ include the same groups as those mentioned in R^, 

20 with the methoxy group being preferred. 

[0027] Preferable examples of the group -NR'^^R'"'* include amino, methylamino, ethylamino, allylamino, 3-hydroxy-n- 
propylamino, 2-hydroxyethylannino, 2-hydroxy-n-propylamino and 2-hydroxy-1-methylethylamino groups. Of these, the 
amino and methylamino groups are particularly preferred. 

[0028] Examples of the halogen atoms represented by R^. R^ and R^ include the same halogen atoms as those men- 
25 tioned in R^. Of these, the fluorine and chlorine atoms are preferred, with the fluorine atom toeing particularly preferred. 
[0029] Examples of the lower alkyl groups represented by R^. R^ and R^ include the same alkyI groups as those men- 
tioned in R^. Of these, the methyl group is preferred. 

[0030] The combination of R^. R® and R^ is preferably a combination that R^ is a hydrogen atom, halogen atom or 
lower alkyl group. R^ is a hydrogen atom, and R^ is a halogen atom. Of these, a combination that R^ is a hydrogen 
30 atom, fluorine atom, chlorine atom or methyl group, R^ is a hydrogen atom, and R^ is a fluorine atom is particularly pre- 
ferred. 

[0031] Examples of the substituent group In the amino group, which is represented by R^ and may be substituted, 
include lower alkyl groups such as methyl, ethyl, n-propyl, isopropyl. n-butyl. isobutyl. t-butyl. pentyi, hexyl and heptyl 
groups: lower alkenyl groups such as vinyl, allyl, 1-propenyl, butenyl, pentenyl, hexenyl arxj heptenyl groups: aralkyi 

35 groups such as benzyl and 1 iDhenylethyl groups: aryl groups such as phenyl and naphthyl groups: lower alkanoyi 
groups such as formyl. acetyl, propionyl, butyryl and isobutyryl groups: lower alkoxycartx>nyl groups such as methoxy- 
cart>onyl. ethoxycartDonyl and t-butoxycartx>nyl groups: aroyi groups such as benzoyl and naphthoyi groups: and amino 
acid residues or oligopeptide residues such as glycyl. leucyl. valyl. alanyl. phenylalanyl. alanyl-alanyl, glycyl-valyl and 
glycyl-glycyl-valyl. and amino acid residues or oligopeptide residues carrying the functional groups which have been 

40 protected by a protecting group commonly used in peptide chemistry, such as an acyl or lower aralkyi group. One sub- 
stituent, or two substituents which may be the same or different from each other may be optionally selected from among 
these substituent groups. A conrpourxj protected by such an amino residue or peptide residue is expected to improve 
solubility in water. 

[0032] Preferable examples of the amino group which may be substituted include an amino, lower alkyl amino, di- 
45 lower-alky lamino, lower alkanoylamino. amino acid-substituted amino and oligopeptide-substituted amino groups. Pref- 
erable examples of R^ include amino, methylamino. ethylamino and dimethylamino groups. Of these, the amino group 
is particularly preferred. 

[0033] Examples of the lower alkoxyl group represented by R® include the same groups as those mentioned in R^. Of 
these, the methoxy group is prefened. 

so [0034] Examples of the halogen atom or lower alkoxy group represented by R^^ in the case where A is the group C- 
R^^ include the same halogen atoms or alkoxy groups as those mentioned in R^. A chlorine or bromine atom is partic- 
ularly preferred as the halogen atom, while a methoxy group is particularly preferred as the lower alkoxyl group. Exam- 
ples of the lower alkyl group which may be substituted, or lower alkenyl group represented by R"*^ Include the same 
lower alkyl or alkenyl groups as those represented by R^° and R"" In the group -NR^^R'"'' represented by R^. Preferatrfe 

55 examples of the lower alkyl group which may be substituted include lower alkyl groups substituted by one or more hal- 
ogen atoms, such as a trif luoromethyl groups, and lower alkyl groups substituted by one or more hydroxyl groups, such 
as a hydroxymethyl group. Preferable exanples of the lower alkenyl group include vinyl and 1 -propenyl groups. 
[0035] Exanrples of the lower alkynyl group represented by R^^ include ethynyl, 1 -propynyl and 2-propynyl groups. Of 



5 



BNSDOCID; <EP 0945435A1^L> 




EP 0 945 435 A1 

these, the ethynyl group is preferred. Examples of the lower alkytthio group include methylthio arxJ ethylthio groups. Of 
V these, the methylthio group is preferred. 

[0036] Examples of the halogen atom represented by R^^ in the case where B is the group C-R^^ include the same 
halogen atoms as those mentioned in R^. 
5 [0037] The compounds represented by the formula (1 ) have a naphthyridine skeleton in the case where A is a nitrogen 
atom, or a qulnoline skeleton in the case where A is the groi^ C-R^^ Compounds in which A is C-Q. C-Br or C-CH3 
are particularly preferred. 

[0038] Preferable combinations of R\ R^. R^, R"*. R^. R®, R^. R®. A and B in the general formula (1) are cases where 
R"" is a hydroxyl group (R® = H); R^ is a hydrogen atom; R^ is a halogen atom; R"* is an amino, lower alkylamino. di- 

70 lower-all^lamino or lower alkanoylamino group; R^ and R^ are halogen atoms; R® is a hydrogen atom; is an amino, 
lower alkylamino. dl-lower-alkylamino or lower alkanoylamino group; A is C-CI. C-Br or C-CH3; and B is a nitrogen atom 
or C-H. More preferable combinations are cases where R^ is a hydroxyl group (R^ = H); R^ is a hydrogen atom; R^ is a 
fluorine atom; R^ is an amino or methylamino group; R^ and R^ are fluorine atoms; R^ is a hydrogen atom; R® is an 
amirx) or methylamino group; A is C-CI. C-Br or C-CH3; and B is a nitrogen atom or C-H. 

15 [0039] Salts of the pyridonecarboxylic acid derivatives (1) according to the present invention include both acid-addi- 
tion salts arxJ base-addition salts, and also chelate salts formed with a boron compound. Exarrples of the acid-addition 
salts include (A-1) salts with a mineral acid such as hydrochloric acid or sulfuric acid. (A-2) salts with an organic car- 
boxylic acid such as formic acid, citric acid, trichloroacetic acid, trif luoroacetic add, fumaric acid or maleic acid, and (A- 
3) salts with a sulfonic add such as methanesuHonic acid, benzenesulfonic acid, p-toluenesulfonic acid or naphthaie- 
^ 20 nesuHonic acid. Examples of the base-addition salts include (B-1) salts with an alkali metal such as sodium or potas- 
sium, (B-2) salts with an alkaline earth metal such as calcium or magnesium, (B-3) ammonium salts, and (B-4) salts 
with a nitrogen-containing organic t^ase such as methylamine, trimethylamine, triethylamine. tributylamine, pyridine, 
N.N-dimethylaniline. N-methylpiperidine. N-methylmorpholine, diethylamine, cydohexylamine. procaine, diben- 
zylamine. N-benzyl-p-phenethylamine, 1-ephenamine or N.N'-dibenzylethylenediamine. Examples of the boron oom- 

25 pound include boron hatides such as boron fluoride, and lower acyloxyborons such as acetoxyboron. 

[0040] The pyridonecart>oxylic acid derivatives (1) or the salts thereof may be present not only in an unsolvated form, 
but also In the hydrated form or solvated form. However, the compounds according to the present invention include all 
the compounds of the crystal, hydrate and solvate forms. 

[0041] The pyridonecarboxylic acid derivatives (1) or the salts thereof may also be present in the form of optically 
30 active substances. These optically active substances, racemates and other optical isomer mixtures are also included in 
the compounds according to the present irrvention. Further, the compounds (1) may be present in the form of different 
stereoisomers (cis-form and transform). arxJ these stereoisomers are also included in the compounds according to the 
present invention. 

[0042] The pyridonecartx)xylic acid derivatives (1) or the salts thereof can be prepared in accordance with a process 
35 suitably selected from optional processes according to the kinds of the substituents. and the like. An example thereof 
is as follows: 



40 
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wherein R^^ is a carboxy-protecting group, R^^ is a lower alkyi group. U is a halogen atom, is a halogen atom or nitro 
55 group, L^® is a halogen atom, nitro group or amino group. R^* is a hydrogen atom, nrtro group, protected amino group, 
protected hydroxyl group or lower alky! group, and R\ R^, R^, R^, R^, R^. R®. R^^* R^^ A and B have the same mean- 
ings as defined above. 

[0043] More specifically, a compound (A) is reacted with an orthoformic ester [(R^'^0)3CH] to form an acrylic ester 
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derivative (B) (Step 1). This ester derivative (B) is then reacted with an amino compound (C) to form a compound (D) 
V (Step 2). Alternatively, the compound (A) is reacted with an acetal and then with the amino compound (C) to form the 
compound (D) (Step 3). The compound (D) is then subjected to a cyclization reaction to form a naphthyridine ring or 
quinoline ring, thereby obtaining a compound (E) (Step 4). This compound (E) is then optionally hydrolyzed (Step 5). or 

5 the protecting group of the protected hydroxyl group or amino group in R^* is deprotected. or the nitro group is reduced 
(Step 6-1), and the thus-obtained compound is then optionally hydrolyzed (Step 6-2). thereby obtaining a compound 
(F). A compound in which in the compound (E) is a nitro group, and a compound in which L^^ in the compound (F) 
Is a nitro or amino group are included in the compounds according to the present invention. A compound in which L^^ 
in the compound (F) is a halogen atom is then reacted with HNR^°R"'\ thereby obtaining a compound (G) according to 

10 the present invention, in which R^ in the general fornrujla (1) is a group -NR^^R^^ (Step 7). The same compound is 
reacted with an azide, thereby obtaining a compound (H) according to the present invention, in which R"* in the general 
formula (1) is an azido group (Step 8). A compound in which in the compound (F) is a nitro group is reduced (Step 
9), or the conpound (H) is reduced, thereby obtaining a compound (I) according to the present Invention, in which R 
in the general formula (1) is an amino groip. 

^ IS 

(Step1) 

r 

[0044] This step is a step of reacting the compound (A) with the orthoformic ester [R^'^OJaCHJ without using any sol- 
vent or in a proper solvent to form the acrylic ester derivative (B). 
^ 20 [0045] The orthoformic ester used in this reaction is preferably an ester in which R**^ is a methyl or ethyl group. The 
amount of the ester used is preferably at least equimolar to the compound (A), particularly 1 to 10 times by mole as 
much as the compound (A). It is also preferred that a carboxyiic acid anhydride such as acetic anhydride is added as a 
reaction aid, since a yield is enhanced. The amount of such a reaction aid is preferably at least equimolar to the com- 
pound (A), particularly about 1 to 10 times by mole as nujch as the compound (A). Examples of the solvent used in this 
2S reaction include aromatic hydrocarbons such as benzene and toluene. This reaction is generally conducted at 0 to 
160**C, preferably 50 to 150**C for a period of time of generally from 10 minutes to 48 hours, preferably from 1 to 10 
hours. 

(Step 2) 

30 

[0046] This step relates to a reaction in which the acrylic ester derivative (B) is reacted with the amino compound (C) 
without using any solvent or in a proper solvent to form the compound (D). 

[0047] The amount of the amino corrpound used is preferably al least equimolar to the acrylic ester derivative (A), 
particularly 1 to 2 times by mole as much as the derivative (B). Any solvent may be used as the solvent used in this 

35 reaction so far as it does not affect the reaction. Examples thereof include aromatic hydrocarbons such as benzene, tol- 
uene and xylene; ethers such as diethyl ether, tetrahydrofuran. 1 .4<lioxane. monoglyme and diglyme; aliphatic hydro- 
cartxxis such as pentane. hexane, heptane and ligroin; halogenated hydrocartxjns such as methylene chloride, 
chloroform and cart>on tetrachloride; aprotic polar solvents such as N.N-dimethylformamide and dimethyl sulfoxide; and 
alcohols such as methanol, ethanol and propanol. This reaction is generally conducted at 0 to 150**C, preferably 0 to 

40 1 0O^C for a period of time of generally from 1 0 minutes to 48 hours. 

(Step 3) 

[0048] In this preparation process, a step (Step 3) of reacting the compound (A) with an acetal such as N,N-dimeth- 
45 ylformamide dimethyl acetal or N,N-dimethyiformamide diethyl acetal and then reacting the reaction product with the 
amino compound (C) to derive the conpound (D) may also be used in place of the above-described Step 1 and Step 2. 
Any solvent may be used as the solvent used for the reaction with the acetal in this reaction so far as it does not affect 
the reaction. Specifically, the same solvent as that used in Step 2 may be used. This reaction is generally conducted at 
0 to 150**C, preferably room temperature to 1 00°C for a period of time of generally from 1 0 minutes to 48 hours, prefer- 
so ably from 1 to 1 0 hours. 

(Step 4) 

[0049] This step related to a reaction in which the compound (D) is sut^ected to a cyclization reaction to form a naph- 
ss thyridine ring or quinoline ring, thereby obtaining the compound (E). 

[0050] This reaction is conducted in the presence or absence of a basic compound in a proper solvent. Examples of 
such a t>asic conpound include alkali metals such as metallic sodium and metallic potassium; metal hydrides such as 
sodium hydride and calcium hydride; inorganic salts such as sodium hydroxide, potassium hydroxide, sodium cart>on- 
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ate and potassium cartx)nate; alkoxides such as sodium methoxide, sodium ethoxide and potassium t-butoxide; metal 
^ fluorides such as sodium fluoride and potassium fluoride; and organic salts such as triethytamine and 1 .8-diazabicy- 

clo[5.4.0]undecene (DBU). The amount used is preferat)ly at least equimolar to the compound (D). particularly about 1 
to 2 times by mole as much as the compound (D). Any solvent may be used as the solvent used in this reaction so far 
5 as it does not affect the reaction. Examples thereof include aromatic hydrocartDons such as benzene, toluene and 
xylene; ethers such as diethyl ether, tetrahydrofuran. 1 .4-dioxane and monoglyme; halogenated hydrocartwns such as 
methylene chloride, chloroform and carbon tetrachloride; alcohols such as methanol, ethanol. propanol and butanol; 
and aprotic polar solvents such as N.N-dimethylformamide and dimethyl sulfoxide. This reaction is generally conducted 
at 0 to 200**C, preferably room temperature to 180°C for a period of time of generally from 5 minutes to 24 hours. 

10 

(Step 5) 

[0051 1 This step is a step of optionally hydrolyzing the compound (E) to separate the carboxy-protecting group repre- 
sented by R®®. thereby obtaining a compound In which in the compoumd (F) is a hydrogen atom, nitro group, pro- 
is tected amino group or protected hydrQxyl group. 

[0052] To this step, may be applied any reaction conditions used in ordinary hydrolysis reaction. For exarrple, this 
reaction is conducted in the presence of a basic compound such as sodium hydroxide, potassium hydroxide, sodium 
carbonate or potassium carbonate; a mineral acid such as hydrochloric acid, sulfuric acid or hydrobromic acid; or an 
organic acid such as p-toluenesulfbnic acid or acetic acid, in a solvent such as water; an alcohol such as methanol, eth- 
20 anol or propanol; an ether such as tetrahydrofuran or 1.4-dioxane; a ketone such as acetone or methyl ethyl ketone; or 
acetic acid, or a mixed solvent thereof. This reaction is generally conducted at room temperature to ISO^'C, preferably 
room temperature to 140**C for a period of time of generally from 1 to 24 hours. When R® in the compound (E) is a pro- 
tected amino group such as an aralkylamino group or acylamino group, such a protecting group may be separated at 
the same time in this step. 

25 

(Step 6-1) and (Step 6-2) 

[0053] A compound in which R^ in the compound (F) is an amino group or hydroxyl group can be prepared by (Step 
6-1) and (Step 6-2), which will be described in detail subsequently, in place of the above described (Step 5). More spe- 
30 cifically, such a compound can be prepared by separating a protecting group from a compound in which R^* in the com- 
pound (E) is a protected hydroxyl group or protected amino group, or reducing a nitro group of a compound in which 
R^* is the nitro group, thereby forming a hydroxyl group or amino group (Step 6-1). and optionally separating the car- 
boxy-protecting group represented by R®^ into a hydrogen atom (Step 6-2). 

35 (Step 6-1) 

[0054] This step is a cleaving step of the hydroxyl-protecting group or amino-protecting group of R^^ in the corrpound 
(E) or a reducing step of the nitro group represented by into an amino group. Incidentally, when in the compound 
(E) is a nitro group, this group is also reduced into an amino group in this step. 

<o [0055] To this reaction, may be applied any reduction reaction generally used. I^ore specifically, examples of the 
reduction process Include reduction by metal such as zinc, iron, tin, tin (II) chloride or the like In an acid solution; reduc- 
tion by sulfur compounds such as sodium sulfide, sodium hydrosulf ide or sodium dithionite; and catalytic reduction mak- 
ing use of platinum. Raney nickel, platinum-black (Pt-C). palladium-cart>on (Pd-C) or the like. Of these, a process 
making use of iron in an acetic acid solution is preferred. This reaction is generally conducted at 0 to 100*'C. preferably 

45 room terrperature to 50°C for a period of time of generally from several minutes to 72 hours, preferably from 1 0 minutes 
to 24 hours. 

[0056] When the hydroxyl-protecting group or amino-protecting group is cleaved, hydrolysis under acid conditions 
may also be used according to the kind (for example, benzyl group) of the protecting group in addition to the at>ove- 
desaibed reduction reaction. In this case, the reaction can be conducted in the presence of hydrochloric acid, hydro- 
50 chloric acid/1 .4-dioxane, hydrochloric acid/acetic acid, hydrobromic acid, hydrobromic acid/acetic acid, trifluoroacetic 
acid or the like in a solvent, for exanple, an ether such tetrahydrofuran or 1 , 4-dioxane; a halogenated hydrocarbon such 
as chloroform; water; an alcohol such as methanol; or the like. The reaction terrperature is generally from 0 to 100'*C, 
preferably from room temperature to 100°C. and the reaction time is from several minutes to 72 hours, preferably from 
3 to 48 hours. 

£5 [0057] The cleavage (hydrolysis) of the carboxy-protecting group described in the subsequent (Step 6-2) may be con- 
ducted at the same time as the cleavage of the protecting group according to the combination of the conditions 
described here. 
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(Step 6-2) 



[0058] This step relates to a reaction in which the cartx)xy-protecting group represented by R®* in the conpound 
obtained in the above-described (Step 6-1) is cleaved by hydrolysis into a hydrogen atom, thereby forming the com- 
5 pound (F). This reaction can be conducted under the same conditions as the conditions described in (Step 5). 

(Step 7) 

[0059] This step relates to a reaction wherein a compound in which L^* in the compound (F) is a halogen atom is 
10 reacted with a compound represented by HNR''°R^^ to obtain the compound (G) according to the present invention, in 
which R"* in the general formula (l) is a group -NR^^R". 

[0060] In the case where HNR^ ^R^ ^ has a free amino group the amino group may be suitably protected with a proper 
protecting group before the reaction is conducted, and the deprotection may be conducted after the reaction. 
[0061] This reaction is conducted at room temperature to 160"C in a solvent which does not affect the reaction, for 
T5 example, water, an aromatic hydrocarbon such as benzene, toluene or xylene; an alcohol such as methanol or ethand; 
an ether such as tetrahydrofuran. 1 .4-dioxane or nrxjnoglyme; a halogenated hydrocartx>n such as methylene chloride, 
chloroform or carbon tetrachloride; an aprotic polar solvents such as N,N-dimethylformamide. dimethyl sulfoxide or N- 
methylpyn-olidone; acetonitrile; or pyridine, in the presence of an acid-neutralizing agent, for example, sodium carbon- 
ate, calcium cartxinate. sodium hydrogencarbonate. triethylamine. N-methylpyn-olidine or 1 .8-diazabicy- 
clo[5.4.01undecene (DBU) as needed. The reaction time is from several minutes to 48 hours, preferably from 10 minutes 
to 24 hours. The amount of the compound HNR^ *>R^ ^ used is preferably at least equimolar to the compound (F). I^^ic- 
ularly about 1 to 5 times by mole as much as the compound (F). In the case where R^ is a group OR®* in which P?^ is 
a carix>xy-protecting group, the group may be optionally hydrolyzed into a hydroxyl group. 

25 (Step 8) 

[0062] This step relates to a reaction wherein a compound in which L^^ in the compound (F) is a halogen atom is 
reacted with an azide to obtain the compound (H) according to the present invention, in which R^ in the general formula 
(1) is an azido group. 

30 [0063] Examples of the aside used in this reaction include sodium azide and trimethylsily azide. The reaction ts pref- 
erably conducted at -20 to lOO^C for 5 minutes to 5 hours in a solvent, for example. N.N-dimethyHormamide or the like. 
The compound (H) thus obtained is optionally subjected to a reduction reaction, whereby the compound can be pro- 
vided in the form of an amine. 

35 (Step 9) 

[0064] This step relates to a reaction wherein a compound in which L^* in the compound (F) is a nitro group is directly 
subjected to a reduction reaction to convert the nitro group into an amino group. 

[0065] To the reduction, may be applied such a commonly used process as mentioned in (Step 6-1 ). In particular, the 
40 process making use of iron in an acetic add solution is preferred. 

[0066] Incidentally, a compound in which F? in the compound (1) according to the present invention is a hydrogen 
atom can be converted into a compound (1) according to the present invention, in which R® is a carboxy-protecting 
group, in accordance with, for example, the following reaction scheme: 

45 



so 
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wherein P?^ is a carix)xy-protecting group. is a halogen atom, and R^, R^, R^, R^ R^, R^, R^, A and B have the same 
meanings as defined above. 

[0067] More specrftcally. a compound (K) according to the present invention is obtained by reacting a compound (J) 
according to the present invention with a halogen compound (R^'^-L^). Examples of a solvent used in this reaction 
include inert solvents, for example, aromatic hydrocart>ons such as Isenzene and toluene: halogenated hydrocarbons 
such as methylene chloride and chloroform; aprotic polar solvents such as N.N-dimethylformamide and dimethyl sulfox- 
ide: and acetonitrile. The reaction tenperature is generally room temperature to about lOC'C. This reaction is preferably 
conducted in the presence of a basic conrpound such as triethylamine. diisopropylethylamine, dicyclohexylamine. 1 .8* 
diazabicyclo[5.4.0]undecene. sodium cartxxiate. potassium carbonate or sodium hydroxide, from the viewpoints of 
yield and the like. 

[0068] Incidentally, the raw compound (A) can be prepared, for example, in accordance with any of the processes 
desaibed in the following documents, or a process similar to this process. 



(1) J. Heterocyclic Chem.. 22, 1033 (1985); 

(2) Uebigs Ann. Chem. . 29 (1 987) ; 
35 (3) J. Med. Chem., 31 , 991 (1988): 

(4) J. Org. Chem.. 35. 930 (1970); 

(5) Japanese Patent Application Laid-Open No. 246541/1987; 

(6) Japanese Patent Application Laid-Open No. 26272/1987; 

(7) Japanese Patent Application LaidOpen No. 145268/1988; 
40 (8) J. Med. Chem., 29. 2363 (1986); 

(9) J. Fluorin Chem.. 28. 361 (1985); 

(10) Japanese Patent Application Laid-Open No. 198664/1988; 

(11) Japanese Patent Application Laid-Open No. 264461/1 988; and 

(12) Japanese Patent Application Laid-Open No. 104974/1963. 

[0069] The compound (0) can be prepared in accordance with an optional process. It can be prepared by replace- 
ment of a halogen atom bonded to a carbon atom making up a 6-membered ring by an amine derivative in accordance 
with a publtciy known halogen-amine sut>stitution reaction descrtoed in, for example, V\/O97/11068 and 
PCT/JP97/01233. 

[0070] The compounds according to the present invention obtained in this manner can be isolated and purified in 
accordance with a method known per se in the art. They are provided in the form of salts, free carboxylic acids or free 
amines according to conditions for isolation and purification. These conrpounds are mutually converted, if desired, to 
prepare the compounds according to the present invention in the intended form. 

[0071 J The compounds (1 ) according to the present invention or the salts thereof can be formulated as antibacterial 
55 agents into conpositions together with pharmaceutically acceptable carriers for parenteral administration such as injec- 
tion administration, intrarectal administration or dropping in the eyes, or for oral administration in a solid or liquid form. 
[0072] Examples of the preparation form of injection include solutions in pharmaceutically acceptable sterile water, 
non-aqueous solutions, suspensions and emulsions. Suitable examples of non-aqueous carriers, diluents, solvents or 
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vehicles include propylene glycol, polyethylene glycol, vegetable oils such as olive oil. and injectable organic esters 
V such as ethyl oleate. In such connpositions. may be incorporated auxiliaries such as an antiseptic, wetting agent, emul- 
sifier and dispersing agent. These compositions can be sterilized by filtration through a bacterial filter, or mixing a ster- 
ilizing agent right before use or mixing a sterilizing agent in the form of a sterile solid composition soluble in another 
5 medium sterilely injectable. 

[0073] In the case of a preparation for dropping in the eyes, a dissolution aid. preservative, isotonicity agent, thickener 
and the like may preferably be added in addition to the compound according to the present invention. 
[0074] Examples of solid preparations for oral administration include capsules, tablets, pills, powder and granules. 
Upon the formulation of such a solid preparation, the compound according to tiie present invention is mixed with at least 
10 one inert diluent, for example, sucrose, lactose or starch. In the general formulation of the solid preparation, otiier addi- 
tives, for exanple, a lubricant such as magnesium stearate may be incorporated into this preparation in addition to the 
inert diluent In the cases of the capsules, tablets and pills, a buffer may also be additionally used. The tablets and pills 
may be coated with an enterally soluble coating. 

[0075] Examples of liquid preparations for oral administration include pharmaceutically acceptat)le emulsions, solu- 
15 tions. suspensions, syrups and elixirs containing an inert diluent commonly used by tiiose skilled in the art, for example, 
water. In such compositions, may also be incorporated auxiliaries, for example, a wetting agent, emulsifier and sus- 
pending agent, as well as a sweet corrigent taste corrigent and smell con^igent. 

[0076] A preparation for intrarectal administration may preferably contain an exctpient. for example, cacao butter or 
suppository wax. in addition to the compound according to the present invention, 
t 20 [0077] The dose of the compound (1 ) according to the present invention or the salt thereof depends on the properties 
of a corrpound administered, the administration route thereof, desired treatment time, and other factors. However, it is 
preferred to administer the compound in a dose of generally 0.1 to 1,000 mg/kg, particularly. 0.5 to 100 mg/kg a day for 
an adult. This anx>unt of the compound may also be administered in 2 to 4 portions a day. 

[0078] The compounds (1) according to tiie present invention and the saKs thereof exhibit an extremely high antibac- 
25 terial effect, and low phototoxicity and cytotoxicity, and thus can be widely used as medicines for preventing or treating 
infectious diseases of tiie human and animals, medicines for fish' diseases, agricultural chemicals, and food preserva- 
tives. The compounds according to the present invention are expected to have an antiviral action, particularly, anti-HIV 
(human immunodeficiency virus) action and are hence considered to be effective for the prevention or treatment of 
AIDS. 

30 

EXAMPLES 

[0079] The present invention will hereinafter be described in more detail by the following Examples and Referential 
Exanples. However, the present invention is not limited to these examples. 

35 

Referential Example 1 : 

Synthesis of methyl 2.5-d!fluoro-3-methyl-4-nitrobenzoate: 

40 [0080] Tnfluoroacetic acid (50 ml), acetic acid (50 ml) and sodium perborate tetrahydrate (26,6 g) were added to 
methyl 4-amino-2.5-difluoro-3-methylbenzoate (7.5 g), and the mixture was stin-ed at 60**C for 24 hours. Impurities In 
the reaction mixture was rerroved by filtration, chloroform was added to the resultant filtrate, and the resultant mixture 
was washed with water. After an organic layer was dried over anhydrous magnesium sulfate, the solvent was distilled 
off under reduced pressure to obtain the title compound (6.1 g) as a reddish brown oil. 

45 

^H-NMR (CDCI3) 6: 

2.34(d,J=3Hz.3H). 3.98(s,3H), 7.68(dd.J=6Hz.J«9Hz,1H). 
so Referential Example 2: 

Synthesis of 2,5-difluoro-3-methyl-4-nitrobenzoic acid: 

[0081] (Concentrated hydrochloric acid (15 ml) and acetic acid (5 ml) were added to methyl 2.5<iifluoro-3-methyl-4- 
55 nitrobenzoate (9.1 g). and the mixture was heated under reflux for 3 hours. After the reaction mixture was cooled back 
to room temperature, water was added to conduct extraction with diethyl etiier. After an organic layer was dried over 
anhydrous magnesium sulfate, the solvent was distilled off under reduced pressure to obtain the title compound (6.1 g) 
as a t>rown oil. 
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■•H-NMR (CDCy 6: 

2.37(d.J=3H2,3H). 7,75(m.1H). 



5 Referential Example 3: 



Synthesis of ettiyl 2.5<lifluoro-3-methyl-4-nitrobenzoylacetate: 



[0082] Magnesium (733 mg), ethanol (3 mg) and carbon tetrachloride (0.1 ml) were stirred at room temperature in a 
10 three necked flask to activate them. A solution of ethyl malonate (4.5 ml) in tetrahydrofuran (20 ml) was slowly added 
dropwise to the activated mixture, followed by stirring at SO^'C for 4 hours. After the reaction mixture was cooled back to 
room temperature, it was chilled to -WC. Oxatyl chloride (2.5 ml) and N.N-dimethytformamide (3 drops) were added to 
a solution of 2.5-difluoro-3-methyl-4-nttrobenzolc add (6.1 g)inmethylenechloride(IOml). After the mixture was stirred 
^ at room temperature for 2 hours, the solvent was distilled off under reduced pressure. Toluene was added to the residue 

t> 75 to conduct azeotropic distillation. The residue was dissolved in tetrahydrofuran (15 ml), and the solution was slowly 

' added dropwise at -AO^C to the reaction mixture obtained previously. After completion of the addition, the temperature 

^ of the reaction mixture was given back to room temperature to conduct stirring overnight After the solvent was distilled 

off under reduced pressure, concentrated hydrochloric acid (5 ml) was added to the residue to keep its pH at about 2. 
f The residue was then extracted with chloroform, and the solvent was distilled off under reduced pressure. Water (20 ml) 

20 and p-toluene-sulfonic acid monohydrate (250 mg) were added to the resultant residue, and the mixture was heated 
under reflux for 5.5 hours. After the reaction mixture was cooled back to room temperature, water was added to the 
reaction mixture to conduct extraction with chloroform. After an organic layer was dried over anhydrous magnesium sul- 
fate, the solvent was distilled off urxler reduced pressure. The residue was subjected to column chromatography on sil- 
ica gel (eluent: ethyl acetate rhexane s 1 :7) to obtain the title compound (6.0 g) as a red oil. 

25 

Example 1 : 



Synthesis of ethyl 1-(5-tert-butoxycartx)nyiamino-2.4Klifluorophenyl)-6-fluoro-8-methyi-7-nitro-4-oxo-1,4^ 
line-3-cartx)xylate: 

30 

[0083] Acetic anhydride (13.7 g) and triethyl orthoformate (5.1 g) were added to ethyl 2.5-difluoro-3-methyl-4- 
nitrobenzoylacetate (6.0 g). and the mixture was heated under reflux for 3 hours. After the reaction mixture was cooled 
t>ack to room temperature, excess reagents were distilled off under reduced pressure. Toluene was additionally added 
to the residue to conduct azeotropic distillation. Ethanol (10 mg) was added to a third of the resultant residue, and a 

35 solution of N*tert-butoxycartx)nyt-2.4-difluoro-m-phenylenediamine (1.7 g) in ethanol (10 mg) was added dropwise to 
the resultant mixture, followed by stirring at room temperature for 30 minutes. The solvent was distilled off under 
reduced pressure to obtain a yellow solkJ (1 .8 g). The thus-obtained compound (1 .8 g) and potassium carbonate (900 
mg) were added to N.N-dimethylformamide (10 ml), and the mixture was stirred at 50°C for 0.5 hours. Ethyl acetate was 
added to the reaction mixture, and the resultant mixture was washed with water. After an organic layer was dried over 

40 anhydrous magnesium sulfate, the solvent was distilled off under reduced pressure. Ethanol was added to the residue, 
and solids were collected by filtration to obtain the title compound (760 mg) as a pale yellow powder. 



Melting point: 198-199**C. 
^H-NMR(CDCl3)6: 

45 

1.41(t,J=7H2,3H), 1.52(s,9H), 1.85(s.3H). 4.41(q,J=7Hz,2H), 6.84(brs,1H), 7.13(t.J=10H2.1H). 8.39(m.3H). 
Exarrple 2: 



so Synthesis of ethyl 1 -(6-tert-butylamino-3,5-difluoropyridin-2-yl)-6-f luoro-8-methyl-7-nitro-4-oxo-1 .4-dihydroquinoline-3- 
cart>oxylate: 

[0084] Acetic anhydride (13.7 g) and triethyl orthoformate (5.1 g) were added to ethyl 2.5<lifluoro-3-methyl-4- 
nitrobenzoylacetate (6.0 g). and the mixture was heated under reflux for 3 hours. After the reaction mixture was cooled 
55 back to room temperature, excess reagents were distilled off under reduced pressure. Toluene was additionally added 
to the residue to conduct azeotropic distillation. Ethanol (10 mg) was added to a third of the residue, and a solution of 
2-amino-6-tert-butylamino-3.5-pyridine (1 .4 g) in ethanol (10 ml) was added dropwise to the resultant mixture, followed 
by stirring at room temperature for 20 minutes. The solvent was distilled off under reduced pressure to obtain a light 
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brown oil. The thus-obtained compound and potassium carbonate (970 mg) were added to N.N-dimethylformamide (10 
ml), and the mixture was stin-ed at 70*'C for 3 hours. Ethyl acetate was added to the reaction mixture, and the resultant 
mixture was washed with water. After an organic layer was dried over anhydrous magnesium suHate, the solvent was 
distilled off under reduced pressure. The residue was subjected to column chromatography on silica gel (eluent; ethyl 
5 acetate:hexane = 1 :4) to obtain the title compound (260 mg) as a pale yellow powder. 

Melting point: 194-197**C. 
^H-NMR (CDCI3) 6: 

10 1.41(m.12H), 1.86(s,3H). 4.41(q.J=7H2.2H). 4.78(brs.1H). 7.26(t.J=9Hz.1H). 8.28(d.J=9Hz. 1 H). 8.59(s.1H). 

Example 3: 

Synthesis of ethyl 7-ben2ylamino-1-(5-tert-butoxycarlx>nylamlno-2.4Kjlifluorophenyt)-8K;hloro-64luoro-4^^ 
15 roquinoline*3-cartx}xylate: 

[0085] Benzylamine (750 mg) and ethyl l-(5-tert-butoxycartx>ny!amino-2,4-difluorophenyl)-8-chloro-6.7<lffluoro-4- 
0x0-1 ,4-dihydroquinoIine-3-carboxylate (4,200 mg) were added to a solution of N-methylpynrolidine (800 mg) and N.N- 
dimethyllbrmamide (20 ml), and the mixture was stirred overnight at 80*^C. After the reaction mixture was cooled to 
20 room temperature, ethyl acetate (100 ml) was added to the reaction mixture, and the resultant mixture was washed 3 
times with water (100 mQ. After an organic layer was dried over anhydrous magnesium suHate, the solvent was distilled 
off under reduced pressure. The residue was subjected to column chromatography on silica gel (eluent; chloroform) to 
obtain the title compound (3.200 mg) as an amorphous substance. 

25 "'H-NMR(CDCl3)S: 

1.39(t.J=7Hz.3H). 1.51(s.9H). 4.37(q.J=7H2.2H). 4.69(s.2H). 4.88(brs.1H), 7.02(tJ=10Hz.1H). 7.30(m.5H), 
8.11(d.J=14Hz.1H), a24(s.1H). 8.26(m.1H). 

30 Example 4: 

Synthesis of ethyl 7-a2ido-1-(5-tert-butaxycarbonylamino-2,4<lifluorophenyl)-8-chloro-64luoro-4-^^ 
oiine-3-carboxylate: 

35 [0086] Ethyl i-(5-tert-butoxycan)onylamino-2.4-diffluorophenyl)-8-chloro-6.7-difluoro-4-oxo-1 .4-dihydroquinoline-3- 
carboxylate (1 .545 mg) and sodium azide (230 mg) were added to N.N-dimethylformamide (20 ml), and the mixture was 
stin-ed overnight at 60**C. After the reaction mixture was cooled back to room temperature, ethyl acetate (100 ml) was 
added to the reaction mixture, and the resultant mixture was washed 3 times with water (100 ml). After an organic layer 
was dried over anhydrous magnesium suHate, the solvent was distilled off under reduced pressure to ot)tain the title 

40 compound (1 ,280 mg) as an amorphous sut>stance. 

''H-NMR(CDCl3) 6: 

1 .39(t J=7Hz,3H), 1 .51 (s.9H). 4.38(q. J«7H2,2H). 6.80(s. 1 H). 7.04(t. J=9H2.1 H). 8.28(m.2H). 
45 8.30(d,J=13Hz.1H). 

Example 5: 

Synthesis of ethyl 7-azido-84>romo-1-(5-tert-butoxycarbonylamino-2.4<lifluorophenyl)-6-fluoro-4K>xo-1.4KJi 
so oline-3-carl3oxytate: 

[0087] Ethyl 8-bromo-1 -(5-tert-lxitoxycartx)nylamino-2,4-difluorophenyl)-6,7-dif luoro-4-oxo-1 .4-dihydroquinoline-3- 
cart>oxylate (1 .000 mg) and sodium azide (180 mg) were added to N.N-dimethylformamide (20 ml), and the mixture was 
stirred overnight at SO^'C. After the reaction mixture was cooled back to room temperature, ethyl acetate (100 ml) was 
55 added to the reaction mixture, and the resultant mixture was washed 3 times with water (100 ml). After an organic layer 
was dried over anhydrous magnesium suHate. the solvent was distilled off under reduced pressure to obtain the title 
compound (428 mg) as an amorphous substance. 
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^H-NMR (CDCl3)6: 

1 .39(U=7Hz.3H). 1 51 (S.9H). 4.38(q ,Js7H2,2H), 6.82(s,1 H). 7.04(t,J=1 0Hz,1 H). 8.26(m. 1 H). 
8.29(d.J=1 1 Hz.1 H), 8.36(5.1 H). 

Example 6: 

Synthesis of ethyl 7-amino-1 *(5-tert*butoxycart>onylamino-2.4<lifluorophenyl)-6-f iuoro-8-methyl-^ ,4-dihydroquin- 
oline-3-cai1x)xylate: 



[0088] Acetic acid (5 ml) and iron powder (1 80 mg) were added to ethyl 1 -(5-tert*butoxycart>onyiamino-2.4-dif luoroph- 
enyl)-6-fluoro-8-methyl-7-nitro-4-oxo-l,4-dihydroquinoline-3-cart)OxyIate (200 mg), and the nnixture was stirred at 80**C 
for 20 minutes. After the catalyst in the reaction mixture was removed by filtration through Celite, the solvent was dis- 
tilled off under reduced pressure. The residue was subjected to column chrorinatography on silica gel (eluent; ethyl ace- 
15 tate:hexane = 1 :4) to obtain the title compound (170 mg) as an oil. 

^H-NMR (CDCI3) 6: 

1.41(t.J=7H2.3H). 1.51(s,9H). 1.69(s.3H). 4.20(br5.2H). 4.41(q.J=7Hz.2H), 6.78(brs,1H). 7.09(t,J=9Hz,1H). 
20 8.08(d.J=10H2.1 H). 8.24{m,1 H), 8.29(s.1 H). 

Example 7: ..-^i*-^. 

Synthesis of ethyl 7-amino-1-(6-tert-butylanriino-3.5-difluoropyridin-2-yl)-6-fluoro-8-methyl-4<)^^ 
25 3-cartx)xylate: 

[0089] Acetic add (5 ml) and iron powder (180 mg) were added to ethyl 1-(6-tert-butylamino-3.5<iifluoropyridin-2-yl)- 
6-f luoro-8-methyl-7-nitro-4-oxo-1 .4<lihydroquinoline-3-carboxytate (200 mg). and the mixture was stirred at 80''C for 20 
minutes. After the catalyst in the reaction mixture was removed by filtration through Celite, the solvent was distilled off 
30 under reduced pressure. The residue was subjected to column chromatography on silica gel (eluent; ethyl acetate:hex* 
ane =1:4) to obtain the title compound (190 mg) as an oil. 

Example 8: 

35 Synthesis of ethyl 7-amino-1 -(5-tert-butoxycait)onylamino-2.4-dif luorophenyl)-8-chloro-6-f luoro-4-oxo-1 ,4-dihydroquin- 
oline-3-cart>oxylate: 

[0090] Ethyl 745enzylamino-1 -(5-tert-t5utoxycarbonylamino-2.4-dif luorophenyl)-8-chloro-6-f luoro-4-oxo-1 ,4-dihydro- 
quinoline-3'Cartx)xylate (3.2 g) was dissolved in 1.2-dichloroethane (40 ml). An acetic acid suspension (10 ml) of 20% 

40 palladium hydroxide (300 mg) was added to this solution, and the mixture was stirred overnight at eo^'C in a hydrogen 
atmosphere. An acetic add suspension (4 ml) of 20% palladium hydroxide (100 mg) was additionally added, and the 
resultant mixture was stirred overnight at the same temperature. After the reaction mixture was cooled t>ack to room 
temperature, palladium hydroxide was removed by filtration. After the solvent was distilled off under reduced pressure, 
diisopropyl ether was added to the residue, and solids were collected by f itration to obtain the title compound (2.5 g) as 

45 an amorphous substance. 

^H-NMR (CDCyS: 

1 .39(t.J=7H2,3H), 1 .51 (s.9H). 4.38(q.J=7H2.2H), 4.72{s,2H). 6.80(s.1 H). 7.04(t.J=9H2.1 H), 
SO 8.15(d,J=11H2.1H), 8.25(s,1H). 8.30(m,1H). 

Example 9: 

Synthesis of ethyl 7-amino-1-(5-tert-butoxycaii3onylamino-2.4-difluorophenyl)-8-chloro-6-fluoro-4-oxo-1.4<lihydroqui^ 
55 oline-3-cart>oxyiate: 

[0091 ] Ethyl 7-a2ido-1 -(5-tert-butoxycarbonylamlno-2.4-dif luorophenyl)-8-chloro-6-f luoro-4-oxo-1 .4-dihydroquinoline- 
3-cartx>xylate (1.0 g) was dissolved in methanol (15 ml). An acetic acid suspension (4 ml) of 20% palladium hydroxide 
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(200 mg) was added to this solution, and the mixture was stirred at room temperature for 2 hours in a hydrogen atmos- 
phere. After palladium hydroxide was removed by filtration, the solvent was distilled off under reduced pressure. The 
residue was subjected to column chromatography on silica gel (eluent; chloroform) to obtain the title conr^und (850 
mg) as a colorless powder. 

5 

Melting point: MS-ISO^C. 
^H-NMR(CDCl3) 6: 

1 .39(t.J=7H2.3H). 1 .51(s.9H). 4.38(q.J=7H2.2H). 4.72(S,2H), 6.80(s.1 H), 7.04(tJ=9H2,1 H). 
10 8.15(d.J=11H2.1H). 8.25(s.1H), 8.30(m.1H). 

Example 10: 

Synthesis of ethyl 7-amino-8-bronTO-1-(5-tert-butoxycarbonylamino-2,4Klffluorophenyl)-6-fluoro-4K)x 
75 oiine-3-carboxylate: 

[0092] Ethyl 7-a2ido-8-bromo-1 -(5-tert-butoxycartX)nylamino-2,4-dif luorophenyl)-6-f luoro-4-oxo-l ,4-dihydroquinoline- 
3-cartx)xylate (650 mg) was dissolved in methanol (20 ml). An acetic acid suspension (3 ml) of 20% palladium hydrox- 
ide (100 mg) was added to this solution, and the mixture was stirred at room temperature for 3 hours in a hydrogen 
20 atmosphere. After palladium hydroxide was removed by filtration, the solvent was distilled off under reduced pressure. 
The residue was subjected to column chromatography on silica gel (eluent; chloroform) to obtain the title compound 
(423 mg) as a liver-colored amorphous substance. 

^H-NMR(CDCl3) 5: 

25 

1.39(t.J=7Hz.3H). 1.51{s.9H), 4.38(q.J=7Hz.2H), 4,89(s,2H), 6.80(S.1H). 7.05(tJ=9Hz.1H). 
8.19(dJ=11Hz.1H). 8.28(S.1H). 

Example 11: 

30 

Synthesis of 7-amino-1-{5-amino-2,4-drfluorophenyl)-8-chloro-6-fluoro-4-oxo-1 .4-dihydroquinoline-3-cart50xylic acid: 

[0093] Ethyl 7-amino-1-(5-tert-butoxycarbonylamino-2.4-difluorophenyl)-8-chloro-6-fluoro-4-oxo-1,4-dihydroquino- 
line-3-cart>oxylate was dissolved in a mixed liquid of acetic acid (1 0 ml) and 2N hydrochloric acid (8 ml), and the solution 
35 was stirred at lOO^'C for 2 hours. After the solution was cooled back to room temperature, the solvent was distilled off 
under reduced pressure. The residue was washed with ethanol and tiien dissolved in N.N-dimethyHormamide (3 ml). 
Ethanol (3 ml) was further added to the solution, and the mixture was left to stand overnight at room temperature. Crys- 
tals deposited were collected by filtration and washed with ethanol to obtain the titie compound (740 mg) as colorless 
crystals. 

40 

Melting point: > 270^0 (decomposed). 
^H-NMR(d^-DMSO)6: 

7.00(m.3H), 7.39(t J=10H2.1 H), 7.96(d,J=1 1 Hz.1 H). 8.46(s.1 H). 

45 

Example 12: 

Synthesis of 7-amino-1 -(5-amino-2,4-difluorophenyl)-6-f luoro-8-methyl-4-oxo-1 ,4-dihydroquinoline-3-cati>oxylic add: 

so [0094] Concentrated hydrochloric acid (2 ml) was added to ethyl 7-amino-1 -(5-tert-butoxycaibonylamino-2,4-dif luor- 
ophenyl)-6-fluoro-8-methyl-4-oxo-1,4-dihydroquinoline-3-cartx)xylate (170 mg), and the mixture was heated under 
reflux for 5 hours. After the reaction mixture was cooled back to room temperature, water (2 ml) was added thereto. Sol- 
ids deposited were collected by f Btration and then washed successively with water, ethanol and diethyl ether to obtain 
the title compound (68 mg) as a pale yellow powder. 

55 

Melting point: > 27&'C (decomposed). 
^H-NMR(d^-DMSO)6: 
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1.65(s,3H), 6.49(brs.2H), 6.97(t,J=:9Hz.1H). 7.44(t.J=10Hz,1H), 7.84(d.J=11H2.1H). 8.45(s.1H). 
Example 13: 

5 Synthesis of 7-amino-1 -(6-amino-3.5<Jif luoropyridin-2-yl)-64luoro-8-rnethyl-4H3x »4-dihydrcx9uinoline-3-carboxylic 
acid: 

[0095] Concentrated hydrochloric acid (2 ml) was added to ethyl 7'amino-1-(6-tert-butylamino-3.5-difluoropyridin-2- 
yl)-6-f luoro-8-methyl-4-oxo-1 ,4-dihydroquinoline'3-carboxylate, and the mixture was heated under reflux for 5 hours. 
10 After the reaction mixture was cooled k>ack to room temperature, water (2 ml) was added thereto. Solids deposited were 
collected by filtration and washed successively with water, ethanol and diethyl ether to obtain the title compound (72 
mg) as a pale yellow powder 

Melting point: > 280*'C. 
75 ^H-NMR (d^-DMSO) 6: 

1.63(s,3H), 6.53(brs.2H), 6.87(brs.2H), 7.83(d.J=11Hz.1H), 7.99(t,J=9H2.1H), 8.67(s,1H). 

Example 14: 

Synthesis of 1 -(5-amino-2,4-difluorophenyl)-8-chloro-Wluoro-7-methylamino-4-oxo-1 p4-dihydroquinoline-3-cartx)xylic 
acid: 

[0096] A 40% aqueous solution (100 mg) of methylamine and 1-(5-amlno-2.4-difluorophenyl)-8-chloro-6.7-dlfluoro-4- 
25 oxo-1 ,4-dihydroquinoline-3-cartx>xylic acid (100 mg) were added to pyridine (2 ml), and the mixture was stirred at room 
temperature for 2 hours. After the solvent was distilled off under reduced pressure, ethanol was added to the residue, 
and the mixture was left to stand overnight. Solids deposited were collected by filtration to obtain the title compound (40 
mg) as a colorless powder. 

30 Melting point: 170-173**C. 
"•H-NMR (d^-DMSO) 6: 

3.13(m,3H), 545(S,2H). 6.66(S,1H), 6.97(dd.J=8H2j=9H2.1H). 7.38(tJ=10H2.1H), 7.96(d.J=14Hz.1H). 
8.45(s.1H). 

35 

Example 15: 

Synthesis of 1 -(5-amino-2»4-dif luorophenyl)-8-bromo-6-f luoro-7-methylamino-4-oxo-1 ,4-dihydroquinoltne'3-carboxylic 
add: 

40 

[0097] A 40% aqueous solution (150 mg) of methylamine and 1 -(5-amino-2.4-dif luorophenyl)-8-bromo-6 J-difluoro-4- 
oxo-1 .4<lihydroquinoline-3-cartx3xylic acid (150 mg) were added to pyridine (3 ml), and the mixture was stinred at room 
temperature for 2 hours. After the solvent was distilled off under reduced pressure, a mixed liquid of ethanol and diethyl 
ether was added to the residue, and solids were collected by filtration to obtain the title compound (40 mg) as a light 
45 brown powder. 

Melting point: 181-185*>C. 
^H-NMR (d^-DMSO) 6: 

so 3.21(m,3H). 5.49(s.2H). 6.50(m.2H). 6.90(m,1H). 7.38(m,1H). 7.99(d.J=15H2,1H). 8.45(s.1H). 

Exarrple 16: 

Synthesis of 1 -(5-amino-2.4-drf luorophenyl)-6'f luoro-8-methyl-7-methylamino-4-oxo-1 .4-dihydroquinoline-3-cartx>xylic 
55 acid: 

[0098] Pyridine (200 mg) and a 40% aqueous solution (250 mg) of methylamine were added to 1-(5-amino-2.4-dif- 
luorophenyl)-6.7-difluoro-8-methyl-4^xo-1,4-dihydroquinoline-3-carboxylic acid (100 mg). and the mixture was heated 
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and stirred overnight at 70**C. After the solvent was distilled off under reduced pressure, and ethanol (2 ml) and acetic 
acid (1 drop) were added to the residue to stir the mixture, solids deposited were collected by filtration and washed suc- 
cessively with ethanol and diethyl ether to obtain the title compound (51 mg) as a pale brown powder. 

Melting point: 225-228^0. 
^H-NMR (d®-DMSO)5: 

1.86(s,3H). 3.02(m.3H). 5.49(brs,2H). 6.09(brs.1H). 6.95(t.J=9H2.1H). 7.44(tJ=11H2.1H), 7.83(d.J=14H2.1H). 
8.47(s.1H). 

Example 17: 

Synthesis of 1 -(5-amino-2.4<Jif luorophenyl)-6-f luoro-7-methylamino-8-nitro-4-oxo-1 .4-dihydroquinollne-3-cait)Oxylic 
acid methytamine salt: 

[0099] 1 -(5-Amino-2,4<imuorophenyl)-6 J<lif luoro-8-nitro-4-oxo-1 .4Klihydroquindine-3-ca^ acid (200 mg) and 
a 40% aqueous solution (1 72 mg) of methylamine were added to pyridine (1 ml), and the mixture was stirred overnight 
at room temperature. The solvent was distilled off under reduced pressure, and ethanol was added to the residue to 
collect solids by filtration. The solids were washed successively with ethanol and diethyl ether to obtain the title com- 
pound (122 mg) as an orange powder. 

Melting point: 270-274''C (decomposed). 
^H-NMR(d^-DMSO) 6: 

2,33(S.3H). 2.97(m.3H). 5.36(s.2H). 6.74(t.J=9H2.1H). 7.31(t.J=11H2.1H). 7.95(tJ=14H2.1H). 8.06(s.1H). 
Example 18: 

Synthesis off 1-(5-amino-2.4-difluorophenyl)-6-fluoro-5-methyl-7-melhylamino-4-oxo-1 .4-dihydroquinoline-3-carboxylic 
acid: 

[0100] 1-(5-Amino-2,4<lifluorophenyl)-6J-difluoro-5-methyl-4-oxo-1,4<lihydroquinoIine-3-cai1^ acid (200 mg) 
and a 40% aqueous solution (210 mg) of methylamine were added to pyridine (1 ml), and the mixture was heated and 
stirred overnight at 60°C. After the reaction mixture was allowed to cool, the solvent was distilled off under reduced 
pressure. Ethanol was added to the residue to collect solids. The solids were washed successively with ethanol and die- 
thyl ether to obtain the title compound (115 mg) as a colorless powder. 

Melting point: > 270°C. 
^H-NMR(d^-DMSO) 6: 

2.59(S.3H), 2.76(S.3H). 5.53(S.2H). 5.81(d.J=8H2,1H), 7.01(m.1H). 7.12(brs.1H). 7.50(t.J=10H2,1H), 
8.54(s.1H). 

Example 19: 

Synthesis of 1 •(5-amino-2-chloro-4-f luorophenyl)-8-chloro-6-fluoro-7-methylamino-4-oxo-1 ,4-dihydroquinoline-3-car- 
boxylic acid: 

[0101] A 40% aqueous solution (100 mg) of methylamine and 1-(5-amino-2-chloro-4-fluorophenyl)-6-chloro-6,7-dif- 
luoro-4-oxo-1 ,4-dihydroquinoline-3-carlDoxylic acid (100 mg) were added to pyridine (2 ml), and the mixture was stirred 
at room temperature for 2 hours. After the solvent was distilled off under reduced pressure, ethanol was added to the 
resickie. and solids were collected by filtration to obtain the title compound (46 mg) as pale yellow crystals. 

Melting point: 273**C. 
^H-NMR(d®-DMSO)S: 

3.16(m.3H). 5.79(S,2H), 6.67(brs.lH). 7.02(d.J=9H2,1 H), 7.48(d,J=11H2.1H). 7.97(d.J=14H2.1H), 8.36(s,1H). 
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Example 20: 

Synthesis of 1 -(5-amino-24)romo-4-f luorophenyQ-SK^hloro-G-f luoro-7-methylaminO'4-oxo-1 .4-dihydroquinoline-3-car- 
boxylic acid: 

5 

[0102] A 40% aqueous solution (60 mg) of methylamine and 1-(5-arrHno-2-bromo-4-fluorophenyl)-8-chloro-6,7-dif- 
luoro-4-oxo-1,4-dihydroquinoline-3-carboxyllc add (60 mg) were added to pyridine (2 ml), and the mixture was stirred 
at room temperature for 2 hours. After the solvent was distilled off under reduced pressure, a mixed liquid of ethanol 
and diethyl ether was added to the residue, and solids were collected by filtration to obtain the title compound (46 mg) 
10 as a pale brown powder. 

Melting point: > 280*'C. 
''H-NMR(d^-DMSO)6: 

15 3.46(m,3H). 6.14(s.2H), 6.99(brs.1 H), 7.37(d.J=:8Hz.1 H), 7.89(d,J=1 1 Hz.lH). 8.30(d.J=14Hz,1 H). 8.65(s.1 H). 

Example 21 : 

Synthesis of 1 -(5-amino-4-fluoro-2-methylphenyO-8-chloro-6-fluoro-7-methylamino-4-oxo-1 ,4-dihydroquinoline-3-car- 
20 boxylic acid: 

[0103] A 40% aqueous solution (100 mg) of methylamine and 1-(5-amino-4-fluoro-2-methylphenyl)-8-chIoro-6,7-dif- 
luoro-4-oxo-1 ,4-dihydroquinoiine-3-carboxyiic add (100 mg) were added to pyridine (2 ml), and the mixture was stirred 
at room temperature for 2 hours. After the solvent was distilled off under reduced pressure, a mixed liquid of ethanol 
25 and diethyl ether was added to the residue, and the mixture was left to stand overnight. Solids deposited were collected 
by filtration to obtain the title compound (63 mg) as colorless crystals. 

Melting point: 239''C. 
^H-NMR (d^-DMSO)6: 

30 

1.84(s.3H). 3.13(m,3H), 5.37(s.2H). 6.60(m.1H). 6.79(m.1H). 7.08(d.J=13H2.1H). 7.97(d,J=14Hz.1H). 
8.28(s,1H). 

Exanple 22: 

35 

Synthesis of 8-chloro-6-f luoro-1 -(2.4-dif luoro-5-methylaminophenyl)-7-methylamino-4-Qxo-1 ,4-dihydroquinoline-3-car- 
boxylic acid methylamine salt: 

[0104] 8-Chloro-6.7-dif luoro-1 •(2.4-dif luoro-5-methylaminophenyl)-4-oxo-1 .4-dihydroquinoline-3-cartx>xyIic acid (200 
40 mg) and a 40% aqueous solution (220 mg) of methylamine were added to pyridine (600 mg). and the mixture was 
stirred at room temperature for 5 hours. After the solvent was distilled off under reduced pressure, ethanol (1 ml) was 
added to the residue, and the mixture was stirred for 30 minutes. Deposits were collected by filtration and washed suc- 
cessively with ethanol and diisopropyl ether to obtain the title compound (92 mg) as a colorless powder. 

45 Melting point: 255-258*0. 

^H-NMR (d^-DMSO) 6: 

2.67(d.J»5H2.3H), 3.09(m.3H). 5.86(m,1H). 6.34(brs,1H). 6.91(tJ=8H2,1H). 7.37(t,J=11H2.1 H). 
7.89(d.J=14H2.1H). 8.23(s.1H). 

so 

Example 23: 

Synthesis of 8-chloro-6-f luoro-1 -(2.4-difluoro-3-methylaminophenyl)-7-methylamino-4-oxo-1 ,4-dihydroquinoIine-3-car- 
boxylic acid: 

55 

[0105] 8-Chloro-6.7-difluoro-1 -(2.4-difluoro-3-methylaminophenyl)-4-oxo-1 ,4-dihydroquinoline-3-cart)oxylic acid (120 
mg) and a 40% aqueous solution (120 mg) of methylamine were added to pyridine (500 mg). and the mixture was 
stirred at room temperature for 3 hours. Ethanol (1 ml) was added to the reaction mixture, and the resultant mixture was 
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stirred for 2 hours. Deposits were collected by filtration and washed successively with ethanol and diisopropyl ether to 
obtain the title compound (193 mg) as a colorless powder. 

Melting point: 245-248^0. 
^H-NMR(d^-DMSO)5: 

2.92(tJ=2Hz.3H), 3.13(dd.J=5H2.J=8Hz,3H), 5.66{m.1H). 6.63(brs.1H), 6.95(m.1H). 7.12(U=10Hz.1H). 
7.96(d.J=14Hz,1H). 8.47(s.1H). 

Exanple 24: 

Synthesis of 7-(2-anriinoethyl)amino-1-(5-amino-2,4-difluorophenyl)-8-chloro-6-fluoro-4-oxo-1 .4-dihydroquinoline-3- 
carboxylic acid: 

[0106] l-(5-Amino-2,4<lifluorophenyl)-8-chloro-6jKlifluoro-4-Qxo-1.4-dihydroquinoline-3^ acid (100 mg). 

ethylenediamine (16 mg) and triethylamlne (70 mg) were added to acetonitrile (5 ml), and the mixture was heated under 
reflux for 2 hours. After the reaction mixture was allowed to cool, deposits were collected by filtration. The deposits were 
washed successively with ethanol and diethyl ether to obtain the title conrpound (72 mg) as a pale yellow powder. 

Melting point: 204-21 0**C (decomposed). 
iH-NMR(d^-DMSO)»: 

2.80(brs.2H). 3.53(brs.2H). 5.44(S,2H), 6.96(t.J=9H2. 1 H). 7.37(t.J=10Hz.1H). 7.96(d.J=13Hz.1H). 8.43(s,1H). 
Example 25: 

Synthesis of 1 -(5-amino-2.4<lif luorophenyl)-8-chloro-7-cyclopropylamino-6-f luoro-4-oxo-1 ,4-dihydroquinoline-3-car- 
boxylic acid: 

[0107] Cydoproii^lamine (50 mg) and l-(5-amino-2,4-difluorophenyl)-8-chloro-6J-difluoro-4-oxo-1,4-dihydroquino- 
line-3-cartx)xylic acid (150 mg) were added to N.N-dimethyHbrmamide (2 ml), and the mixture was stirred at 60*C for 2 
hours. After the reaction mixture was cooled back to room temperature, the solvent was distilled off under reduced pres- 
sure. Ethanol was added to the residue, and solids deposited were collected by filtration to obtain the title compound 
(80 mg) as a pale yellow powder. 

Melting point: 141 -143»C. 
^H-NMR(d^-DMSO)6: 

0.97(m.2H). ,1.05(m,2H), 3.35(m,1H), 5.77(S.2H). 7.01(s,1H). 7.29(dd.J=8H2,J=9H2,lH). 7.71(t.J=10Hz,1H). 
8.34(d.J=13Hz.1H). 8.81 (S.1H). 

Example 26: 

Synthesis of 1 -(5-amino-2.4-difluorophenyl)-8-chloro-7<limethylamino-6-f luoro-4-oxo-1 ,4-dihydroquinoline-3-carboxy- 
lic acid hydrochloride: 

[0108] l-(5-AmirK>-2,4<lifluorophenyl)-8-chloro-67Hdrfluoro-4-oxo-1.4<iihydroquinoline-3-carbox acid (100 mg), 
dimethylamine hydrochloride (94 mg) and triethylamine (140 mg) were added to acetonitrile (10 ml), and the mixture 
was heated and stirred overnight at 60*^0. After the reaction mixture was allowed to cool, the solvent was distilled off 
under reduced pressure. Ethanol and concentrated hydrochloric add were added to the residue, and the mixture was 
concentrated again under reduced pressure. Ethanol was added to the residue, arri solids were collected by filtration. 
The solids were washed successively with ethanol and diethyl ether to obtain the title compound (70 mg) as a yellow 
powder. 

Melting point: 228-235''C. 
^H-NMR(d^-DMSO)6: 

2.93(S,3H). 2.94(s,3H). 7,09(m,1H), 7.43(t.J=10Hz.1H). 8.04(d,J=12Hz.1H). 8.59(S,1H). 
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Example 27: 

Synthesis of 1-(5-amino-2.4<rrfluorophenyI)-6-fluoro-7-methylarnino-4-oxo-1 ,4-dihyclro-1 .8-naphthyrkiine*3-carboxyiic 
acid: 

5 

[01 09] A 40% aqueous solution (1 50 mg) of methylamine and 1 -(5-amino-2.4-dif luorophenyl)-7-chloro-€-f luoro-4-oxo- 
1 ,4-dihydro-1 ,8-naphthyridine-3-cart)Oxylic acid (150 mg) were added to pyridine (2 ml), and the mixture was stirred at 
room temperature for 2 hours. After the solvent was distilled off under reduced pressure, ethanol was added to the res- 
idue, and solids deposited were collected by filtration to obtain the title compound (40 mg) as colorless crystals. 

10 

Melting point: > 270**C (decomposed). 
^H-NMR(d^-DMSO) 6: 

2,67(d.J=4Hz,3H). 5.37(s.2H). 6.98(t.J=8H2.1H). 7.37(t.J=10Hz,1H), 7.99{d.J=11Hz.1H), 8.36(brs,1H). 
IS 8.68(S.1H). 

Example 28: 

Synthesis of 1 -(6-amino-3.5-dif luoropyrldin-2-yl)-8-chloro-6-f luoro-7-methylamino-4-oxo-1 ,4-€fihydroquinoline-3-car- 
20 boxytic acid: 

101 1 0] 1 -(6-Amino-3,5-dif luoropyridin-2-yl)-8-chloro-6,7-dif luoro-4-oxo-1 ,4-dihydroquinollne-3-carboxylic acid (200 
mg) and a 40% aqueous solution (220 mg) of methylamine were added to pyridine (820 mg). and the mixture was 
stirred at room ternperature for 2 hours. The solvent was distilled off under reduced pressure, and ethanol (2 ml) was 
25 added to the residue. Deposits were collected by filtration and washed successively with ethanol and diisopropyl ether 
to obtain the title compound (182 mg) as a colorless powder. 

Melting point: 251-253*'C. 
^H-NMR(d^-DMSO)6: 

30 

3.13(dd.J=5H2.J=8H2.3H). 6.71(br5.1H). 6.77(brs,2H), 7.94(d.J=14Hz.1H), 7.96(t.J=9H2.1H). 8.70(s,1H). 
Example 29: 

35 Synthesis of 1 -(6-amino-3,5<lif luoropyridin-2-yl)-6,8KJifluoro-7-methylamino-4-Qxo-1 .4KJihydroquinoline-3-ca^ 
acid: 

[01 1 1 ] 1 -(6-Amino-3,5-dif luoropyridin-2-yl)-6,7,8-trlf luoro-4-oxo-1 .4-dihydroquinoline-3-cartx>xylic acid (60 mg) and a 
40% aqueous solution (110 mg) of methylamine were added to pyridine (1 , 1 60 mg), and the mixture was stirred at 40°C 
40 for 1 6 hours. The solvent was distilled off under reduced pressure, and ethanol (1 ml) was added to the residue. Depos- 
its were collected by filtration and washed successively with ethanol and diisopropyl ether to obtain the title compound 
(58 mg) as a colorless powder. 

Melting point: 270-273°C. 
45 iH-NMR(d^-DMSO)6: 

2.98(brd.J=4Hz.3H), 6.76(brs,lH), 6.80(brs,2H), 6.95(m.1H), 7.80(d.J=13H2,1H). 8.01(tJ=10Hz.1H). 
8.76(s.1H). 

so Example 30: 

Synthesis of 1-(6-amtno-3,5-difluoro(^ridin-2-yl)-8-bromo-fluoro-7-methylamino-4-oxo-1 .4-dihydroquinoline-3-carboxy- 
lie add: 

55 [0112] 1-(6-Amino-3,5-difluoropyridin-2-yl)-8-brorno-67-difluoro-4-oxo-1.4<lihydroquinoline-3-ca^ acid (200 
mg) and a 40% aqueous solution (230 mg) of methylamine were added to pyridine (620 mg). and the mixture was 
stirred at room temperature for 2 hours. The solvent was distilled off under reduced pressure, and ethanol (2 ml) was 
added to the residue. Deposits were collected by filtration and washed successively with ethanol and diisopropyl ether 
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to obtain the title compound (103 mg) as a colorless powder. 

Melting point: 205-208^0. 
^H-NMR{d^-DMSO)5: 

5 

3.14(dd.J=5H2,J=8H2,3H). 6.51(m.1H), 6.77(brs,2H). 7.94(t.J=9Hz,1H). 7.97{dJ=14Hz.1H), 8.69(s,1H), 
Example 31: 

10 Synthesis of 5-amino-1 -(6-amino-3,5-drfluoropyridin-2-yl)-8-chloro-€-f luoro-7-methyiamino-4-oxo-1 ,4-dihydroquirx)line- 
3-cartx>xylic acid: 

[01 1 3] 5-Amino-1 -(6-amino-3,5-dif luoropyridin-2-yl)-8-chloro-6,7-dif luoro-4-pxo-1 ,4-dihydroc|uinoline-3-carboxylic 
acid (23 mg) and a 40% aqueous solution (60 mg) of methylamine were added to pyridine (240 mg). and the mixture 
75 was stirred at room temperature for 20 hours. The solvent was distilled off under reduced pressure, and ethanol (0.5 ml) 
was added to the residue. Deposits were collected by filtration and washed successively with ethanol and diisopropyl 
ether to obtain the title compound (6 mg) as a yellow powder. 

Melting point: 250-253*0 (decomposed). 
20 ^ H-NMR (d^-DMSO) 6: 

3.09(dd,J=5H2.J=8Hz,3H), 6.26(m.1H). 6.72(brs.2H), 7.57(brs.1H), 7.90(tJ=10H2,1H). 8.47(s.1H). 
Example 32: 

25 

Synthesis of 1 -(6-amirx>-3-fluoropyridin-2-yl)-8<:hloro-6-f luoro-7-methylamino-4-oxo-1 .4KJihydr 
acid: 

10114] l-(6-Amino-3-fluoropyridin-2-yI)-8-chloro-6.7-difluoro-4-oxo-1.4<lihydroquinoline-3-c^ acid (45 mg) 

30 and a 40% aqueous solution (50 mg) of methylamine were added to pyridine (200 mg), and the mixture was stirred at 
room temperature for 5 hours. The solvent was distilled off under reduced pressure, and ethanol (0.5 ml) was added to 
the residue. Deposits were collected by f iltratic^ and washed successively with ethanol and diisopropyl ether to ok>tain 
the title corrpound (182 mg) as a yellow powder. 

35 Melting point: 237-242*'C (decomposed). 
^H-NMR(d®-DMSO)6: 

3.13(m.3H). 6.48(brs.2H). 6.67(m+brs.2H). 7.62(t.J=9Hz,1H). 7.95(d.J=14Hz.1H). 8.65(s.1H). 
40 Referential Example 4: 

Synthesis of ethyl 2.4-difluoro-5-nitrobenzoylacetate: 

[Oil 5] 2.4-Dif luoro-5-nitrobenzoic acid (5.0 g) was dissolved in dichtoromethane (25 ml) and N,N*dimethylformamide 
45 (0.5 ml). Oxalyl chloride (5.6 mi) was added dropwise to this solution, and the mixture was stirred at room temperature 
for 19 hours. The solvent was distilled off under reduced pressure, and azeotropic distillation was conduct 3 times with 
dry tetrahydrofuran. The residue was dissolved in tetrahydrofuran (10 ml). This solution is regarded as Solution A. Mag- 
nesium (610 mg) was added to etiianol (1 ml), and carbon tetrachloride (0.2 ml) was added to the resultant mixture. A 
solution of etiiyl malonate (4.0 g) in tetrahycfrofuran (10 ml) and ethanol (1 .5 ml) were added dropwise to the mixture at 
so the time a reaction started. Thereafter, the reaction mixture was stirred for 4 hours while heating under reflux. After the 
reaction mixture was cooled, it was slowly added dropwise to Solution A at -70°C. The temperature of the reaction mix- 
ture was slowly raised to room temperature. The solvent was distilled off under reduced pressure. The residue was 
extracted with chloroform (50 ml), and the resultant extract was washed with 3N hydrochloric add. The solvent was dis- 
tilled off under reduced pressure. Water (50 ml) and p-toluenesulfonic acid monohydrate (0.5 g) were added to the res- 
55 idue. and the mixture was stirred for 30 hours while heating under reflux. The reaction mixture was extracted witii 
chloroform. An organic layer was dried and then concentrated. The resultant residue was subjected to column chroma- 
tography on silica gel (eluent; chlorofbrrn) to obtain the titie compound (4.5 g) as a yellow oil. 
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1.25-1.45(m.3H), 4.20-4.45(m.2H), 5.87(s). 7.16(dd.J=8HzJ=11Hz.1H), 8.72(cld.J=8Hz,9Hz,1H). 
£ Referential Example 5: 

Synthesis of 2,3,4-trifluorch5-nitrobenzoic acid: 

[0116] 2.3.4-Trifluorobenzoic acid (2.5 g) was dissolved in concentrated sulfuric acid (15 ml). Potassium nitrate (1 .62 
10 g) was added to the solution under ice cooling. The temperature of the reaction mixture was given back to room tem- 
perature to conduct stirring for 2 days. The reaction mixture was poured into ice water (300 ml) and extracted with ether 
(200 ml). An organic layer was dried and concentrated. Hexane was added to the residue to conduct filtration, thereby 
obtaining the title compound (3.06 g) as a pale yellow powder. 

75 H-NMR (d^-DMSO) 6: 

8:40-8.47(m.1H). 

Referential Example 6: 

20 

Synthesis of ethyl 2,3.4-trifluoro-5-nrtrobenzoylacetate: 

[0117] 2,3,4-Trifluoro-5-nitrobenzoic acid (3.0 g) was dissolved in dichloromethane (20 ml) and N.N-dimethylforma- 
mide (03 ml). Oxalyl chloride (3 ml) was added dropwise to this solution, and the mixture was stirred at room temper- 

25 ature for 15 hours. The solvent was distilled off under reduced pressure, and azeotropic distillation was conducted 3 
times with dry tetrahydrofuran. The residue was dissolved in tetrahydrofuran (10 ml). This solution is regarded as Solu- 
tion A. Magnesium (336 mg) was added to ethanol (1 ml), and cartx)n tetrachloride (0.1 ml) was added to the resultant 
mixture. A solution of ethyl malonate (2.25 g) in tetrahydrofuran (10 ml) and ethanol (0.5 ml) was added dropwise to the 
mixture at the time a reaction started. Thereafter, the reaction mixture was stirred for 4 hours while heating under reflux. 

30 The reaction mixture was slowly added dropwise to Solution A at -70''C. The temperature of the reaction mixture was 
slowly raised to room temperature. The solvent was distilled off under reduced pressure. The residue was extracted 
with chloroform (50 ml), and the resultant extract was washed with 3N hydrochloric acid. The solvent was distilled off 
under reduced pressure. Water (30 ml) and p-toluenesuKbnic acid monohydrate (0.3 g) were added to the resultant res- 
idue, and the mixture was stirred for 3.5 hours while heating under reflux. The reaction mixture was extracted with chlo- 

35 reform, and an organic layer was dried and then concentrated. The resultant residue was subjected to column 
chromatography on silica gel (eluent; ethyl acetate:hexane » 1 :8) to obtain the title compound (1 .4 g) as a yellow oil. 

''H-NMR(CDCl3)8: 

40 1 .20-1 .40(m.3H). 4.15-4.35(m.2H). 5.88(s). 8.45-8.65(m,1H). 

Referential Example 7: 

Synthesis of 3-chloro-2,4.5-trif luoro-6-methylbenzoic acid: 

45 

[0118] A 1 .69 M hexane solution (14 ml) of n-butyllithium was added dropwise to a solution of diisopropylamine {3.6 
ml) in tetrahydrofuran (15 ml) at -eS'^C in a nitrogen gas stream, and the mixture was stirred at the same temperature 
for 15 minutes. A solution of 3-chloro-2,4,5-trifluorobenzoic acid (2.1 g) in tetrahydrofuran (15 ml) was added dropwise 
to the reaction mixture at -60^0. and the mixture was stirred at the same temperature for 15 minutes. Methyl iodide (1 .9 
so ml) was added dropwise at -70*'C, and the resultant mixture was stirred for 30 minutes at the same temperature and for 
30 minutes at room temperature. Diethyl ether and water were added to the reaction mixture to conduct liquid separa- 
tion. A water layer was collected, to which 12N hydrochloric acid was added to acidify the water layer. The water layer 
was then extracted with diethyl ether. An organic layer was dried over anhydrous magnesium sulfate, and the solvent 
was distilled off under reduced pressure to obtain the title conrpound (2.3 g) as an oil. 

55 

^H-NMR (CDCl3)8: 
2.43(d.J=3Hz.3H). 
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Referential Example 8: 

Synthesis of ethyl 3-chloro-2,4,5-trifluoro-6-methylben2pylacetate: 

5 [0119] Magnesium (240 mg), ethanol (1 ml) and caifeon tetrachloride (0.1 ml) were stirred at room temperature in a 
three necked flask to activate them. A solution of ethyl malonate (1.5 ml) in tetrahydrofuran (8 ml) was slowly added 
dropwise to the activated mixture, followed by stirring at 80^*0 for 4 hours. After the reaction mixture was allowed to cool , 
it was chilled to -40**C. Oxalyl chloride (0.8 ml) and N.N-dimethyHormamide (1 drop) were added to a solution of 3- 
chloro-2,4,5-trifluoro-6-methylbenzoic add (2 g) in methylene chloride (5 ml). The mixture was stirred at room temper- 

10 ature for 3.5 hours, and the solvent and reagents remaining in the reaction mixture were distilled off under reduced 
pressure. Toluene was added to the residue to conduct azeotroplc distillation. The resultant residue was dissolved in 
tetrahydrofuran (5 ml), and the solution was slowly added dropwise at -40*'C to the reaction mixture obtained previously. 
After completion of the addition, the temperature of the reaction ntixture was given t>ack to room temperature to conduct 
stirring overnight. The solvent in the reaction mixture was distilled off. and 12N hydrochloric acid (2 ml) was added to 

15 the resultant residue to keep its pH at about 2. The residue was then extracted with chloroform, and the solvent was 
distilled off under reduced pressure. Water (1 0 ml) and p-toluenesulfonic acid nKjnohydrate (1 00 mg) were added to the 
resultant residue, and the mixture was stired for 4.5 hours while heating under reflux. After the reaction mixture was 
allowed to cool, it was extracted with chloroform. An organic layer was washed with water dried over anhydrous mag- 
nesium sulfate, and then concentrated under reduced pressure. The residue was subjected to column chromatography 

20 on silica gel to obtain the title compound (600 mg) as a pale yellow oil from a fraction eluted with a 1 :10 mixture of ethyl 
acetate and hexane. 

Referential Example 9: 

25 Synthesis of 5-bromo-2-fluoro-4-nitrotoluene: 

[0120) 5-Bromo-2-fluorotoluene (7.65 g) was added to concentrated sulfuric acid (40 ml), and potassium nitrate (4.2 
g) was added portionwise to the mixture at -20**C. The temperature of the reaction mixture was given back to room tem- 
perature to conduct stirring for 3 days, and then poured into ice water to conduct extraction with ethyl acetate. After an 
30 organic layer was dried over anhydrous magnesium sulfate, the solvent was distilled off to obtain the title conpound (9.9 
g) as a pale yellow oil. 

''H-NMR(CDCl3)6: 

35 2.38(S,3H), 7.57-7.68(m.2H). 

Referential Example 10: 

Synthesis of 2-bromo-54luoro-4-methylaniline: 

40 

[0121] Iron powder (1 8.5 g) was added to a solution of 5-bromo-2-f luoro-4-nitrotoluene (9.7 g) in acetic acid (30 ml), 
and the mixture was stirred at 70°C for 3 hours. The catalyst was removed by filtration through Celite, and the filtrate 
was washed with chloroform. The solvent and the like in the filtrate were distilled off under reduced pressure. The res- 
idue was subjected to column chromatography on silica gel to conduct elution with chloroform, thereby obtaining the 
45 title compound (7.9 g) as a red oil. 

^H-NMR (CDCI3) S: 

2.13(s.3H), 6.46(d,J=11Hz,1H), 7.20(d.J=8Hz.1 H). 

so 

Referential Example 1 1 : 

Synthesis of 5-bromo-4-chloro-2-fluorotoluene: 

55 [0122] Cupric chloride (6 g) and butyl nitrite (4.8 g) were added to acetonitrile (16 ml), and the mixture was stined at 
60*^0 for 10 minutes. A solution of 2-bromo-5-fluoro-4-methylaniline (7.6 g) in acetonitrile (30 ml) was added dropwise 
to the mixture at the same temperature, and the resultant mixture was then stirred at the same temperature for 30 min- 
utes. After the reaction mixture was allowed to cool, 2N hydrochloric acid was added to acidify the reaction mixture, and 
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it was extracted with diethyl ether. After an organic layer was dried over anhydrous magnesium sulfate, the solvent was 
distilled off. The residue was subjected to column chromatography on silica get to conduct elution with n-hexane. 
thereby obtaining the title compound (5.6 g) as a pale yellow oil. 

£ ^H-NMR (CDCI3) 8: 

2.24(s.3H). 7.14{d.J=9H2.1H), 7.43{d.J=8H2.1H). 

Referential Example 12: 

10 

Synthesis of 2-cfiloro-4-f luoro-5-methylbenzolc acid: 

[0123] n-Butyilithium (1 .69 M hexane solution; 14 ml) was added dropwise to a solution of 5-bromo-4-chloro-2-f luor- 
otoluene (5.6 g) in absolute diethyl ether (100 ml) at -TO^'C in a nitrogen gas stream, and the mixture was stirred at the 

15 same temperature for 1 hour. Cart>on dioxide was blown into the mixture at -70**C for 30 minutes. The temperature of 
the reaction mixture was given back to room temperature to conduct stirring for 2 days. Diethyl ether and water were 
added to the reaction mixture to conduct liquid separation. A water layer was collected, to which concentrated hydro- 
chloric acid was added to acidify the water layer. The water layer was then extracted with diethyl ether. An organic layer 
was dried over anhydrous magnesium sulfate, and the solvent was distilled off to obtain the title conpound (3.3 g) as a 

20 yellow solid. 

^H-NMR(CDCl3)6: 

2.30(S,3H), 7.17(d.J=9Hz,1H). 7.93(d.J=8Hz.1H). 

25 

Referential Example 13: 

Synthesis of ethyl 2-chloro-4-f luoro-5'methylbenzoylacetate: 

30 [01 24] Magnesium (110 mg), ethanol (2 ml) and carbon tetrachloride (0.2 ml) were stirred at room temperature to acti- 
vate them. A solution of ethyl maionate (0.7 ml) in tetrahydrofuran (6 ml) was added dropwise to the activated mixture, 
followed by stirring at SO'^C for 4 hours. After the reaction mixture was allowed to cool, it was chilled to -40*'C. Oxalyl 
chloride (0.4 ml) and N,N-dimethylformamide (1 drop) were added to a solution of 2-chloro-4-ftuoro-5-methybenzoic 
acid (800 mg) in methylene chloride (2 ml). The mixture was stirred at room temperature for 3.5 hours, and the solvent 

35 and the like were distilled off. Toluene was added to the residue to conduct azeotropic distillation. The resultant residue 
was dissolved in tetrahydrofuran (5 ml), and the solution was added dropwise at -40'*C to the reaction mixture obtained 
previously. After the addition, the temperature of the reaction mixture was given back to room temperature to conduct 
stirring overnigfit. The solvent was distilled off. arxl 12N hydrochloric acid (1 ml) was added to the resultant residue to 
keep its pH at about 2. The residue was then extracted with chloroform, and the solvent was distilled off. Water (10 ml) 

40 and p-toluenesutfonic acid monohydrate (50 mg) were added to the resultant residue, and the mixture was stirred for 4 
hours while heating under reflux. After the reaction mixture was allowed to cool, it was extracted with chloroform. An 
organic layer was washed with water, dried over anhydrous magnesium sulfate, and then concentrated under reduced 
pressure to obtain the title compourvi (1 .0 g) as a pale yellow oil. 

45 Referential Example 14: 

Synthesis of 2-chloro-4-fluoro*5-methyl-3-nitrobenzoic acid: 

[0125] 2-Chloro-4-fluoro-5-methylbenzoic acid (2.0 g) was added to concentrated sulfuric add (20 ml) to dissolve it. 
so and potassium nitrate (1 .07 g) was added portionwise to the solution under ice cooling. After the addition, the temper* 
ature of the reaction mixture was given back to room temperature to conduct stirring overnight. The reaction mixture 
was poured into ice water and extracted with diethyl ether. After an organic layer was collected and dried over anhy- 
drous magnesium sulfate, the solvent was distilled off to obtain the title compound (2.25 g) as a reddish brown oil. 

55 ^H-NMR (CDCI3) 8: 

2.40(d. J=2Hz.3H), 8.05(d,J=8Hz,l H). 
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Referential Example 15: 

Synthesis of ethyl 2-chloro-4-f luoro-5-methyl-3-nitrobenzoylacetate: 

5 [01 26] Magnesium (115 mg). ethanol (1 ml) and carbon tetrachloride (0.1 ml) were stirred at room temperature to acti- 
vate them. A solution of ethyl malonate (0.69 ml) in tetrahydrofuran (5 ml) was added dropwise to the activated mixture, 
followed by stirring at 80**C for 3 hours. After the reaction mixture was allowed to cool, it was chilled to -40**C. Oxalyl 
chloride (650 mg) and N.N-dimethylformamide (1 drop) were added to a solution of 2-chloro-4-fluoro-5-methyl-3- 
nitrobenzoic acid (1 .0 g) in methylene chloride (10 ml). The mixture was stined overnight at room temperature, and the 

10 solvent and the like were distilled off. Toluene was added to the residue to conduct azeotropic distillation. The resultant 
residue was dissolved in tetrahydrofuran (5 ml), and the solution was added dropwise at -40^*0 to the reaction mixture 
obtained previously. After the addition, the temperature of the reaction mixture was given back to room temperature to 
conduct stining overnight. The solvent was distilled off. and 12N hydrochloric acid (1 ml) was added to the resultant res- 
idue to keep its pH at atxjut 2. The residue was then extracted with chloroform, arxj the solvent was distilled off. WSater 

75 (10 ml) and p-toluenesulfonic add monohydrate (50 mg) were added to the resultant residue, and the mixture was 
stirred for 1 hour while heating under reflux. After the reaction mixture was allowed to cool, it was extracted with chlo- 
roform. An organic layer was washed with water, dried over anhydrous magnesium sulfate, and then concentrated 
under reduced pressure. The resultant residue was subjected to column chromatography on silica gel to obtain the title 
compound (630 mg) as a pale yellow oil from a fraction eluted with a 1 :10 mixture of ethyl acetate and hexane. 

20 

Referential Example 16: 

Synthesis of 2-f luoro-5-methoxy-3-methyl-4-nitrobenzoic acid: 

25 [0127] Sodium methoxide (28% methanol solution: 1 .66 g) was added to a solution of methyl 2,5-dif luoro-3-methyl-4- 
nitrobenzoate (1 .0 g) in acetonitrile (5 ml) under ice coofing, and the mixture was stirred for 1 hour at 0°C and for 2 hours 
at 50*C. The reaction mixture was additionally stirred overnight at room temperature and then poured into ice water. 
The mixture was acidified with citric acid and then extracted with diethyl ether. An organic layer was dried over anhy- 
drous magnesium sulfate, and the solvent was distilled off under reduced pressure. Diethyl ether was added to the res- 

30 idue. and insoluble matter was removed by filtration. The filtrate was concerrtrated under reduced pressure to obtain the 
title compound (1 .1 g). 

Referential Example 17: 

35 Synthesis of ethyl 2-fluoro-5-methoxy-3-methyl-4-nitrobenzoylacetate: 

[0128] Magnesium (150 mg), ethanol (1 ml) and cartx)n tetrachloride (0.05 ml) were stirred at room temperature to 
activate them. A solution of ethyl malonate (1 .0 ml) in tetrahydrofuran (6 ml) was added dropwise to the activated mix- 
ture, followed by stining at 80°C for 4 hours. After the reaction mixture was allowed to cool, it was chilled to -40"C. Oxa- 

40 lyl chloride (0.5 ml) and N.N-dimethylformamide (1 drop) were added to a solution of 2-fluoro-5-methoxy-3-methyl-4- 
nitrobenzoic acid (1 .4 g) in methylene chloride (5 ml). The mixture was stined at room temperature for 3 hours, and the 
solvent and the like in the reaction mixture were distilled off. Toluene was added to the residue to conduct azeotropic 
distillation. The resultant residue was dissolved in tetrahydrofuran (5 ml), and the solution was added dropwise at -40**C 
to the reaction mixture obtained previously. After the addition, the temperature of the reaction mixture was given l^ack 

45 to rcx5m temperature to conduct stining overnight. The solvent was distilled off. and 12N hydrochloric acid (3 ml) was 
added to the resultant residue to keep its pH at about 2. The residue was then extracted with chloroform, and the sol- 
vent was distilled off. Water (10 ml) and p-toluenesulfonic acid monohydrate (80 mg) were added to the resultant resi- 
due, and the mixture was stirred for 5 hours while heating under reflux After the reaction nnixture was allowed to cool, 
it was extracted with chloroform. An organic layer was washed with water, dried over anhydrous magnesium sulfate, and 

so then concentrated under reduced pressure. The resultant residue was subjected to column chroniatography on silica 
gel to olrtain the title conpound (240 mg) as a pale yellow oil from a fraction eluted with a 1 :10 mixture of ethyl acetate 
and hexane. 

Referential Example 18: 

55 

Synthesis of ethyl 6.7-dif luoro-1 -(4-f luoro-3-methoxyphenyl)-8-methyl-4-oxo-1 .4-dihydroquinoline-3-carboxylate: 
[0129] 4-Fluoro-3-methoxyaniline (1 .4 g) was added to a chloroform solutiori (10 ml) of ethyl 3-ethoxy-2-(2,4,5-trif- 
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luoro-3-methylben2oyl)acrylate synthesized from ethyl 2.4.5-trifluoro-3-methylben2<ylacetate (2.6 g) in accordance 
with a method known per se in the art. The mixture was concentrated under reduced pressure, and anhydrous potas- 
sium cartx)nate (3.0 g) and N.N-dimethylformamide (7 ml) were added to the residue, followed by stin-ing at 90^C for 15 
minutes. The reaction mixture was allowed to cool, and chloroform (100 ml) and distilled water (250 ml) were added to 
5 the mixture, thereby conducting liquid separation. A chloroform layer was then washed twice with distilled water (250 
ml), dried over anhydrous magnesium sulfate and concentrated under reduced pressure. Deposits were dispersed in 
ethanol. collected by filtration and washed with ethanol and diisopropyl ether in that order to obtain the title compound 
(2.59 g) as a colorless powder. 

10 Melting point: 273-277*C. 
iH-NMR(CDa3)6: 

1.40(tJ=7Hz.3H), 1.76(d,J«3H2.3H). 3.94(s.3H), 4.39(q.J«7Hz.2H), 6.97(m,2H). 7.25(dd.J=8Hz.10Hz,1H). 
8.23(t Jr=9Hz.1 H). 8.43(S,1 H). 

75 

Referential Example 19: 

Synthesis of ethyl (2,4-dif luoro-5-methoxyphenyl)-6,7-dif luoro-8-methyl-4-oxo-1 .4-dihydroquinoline-3-carboxylate: 

20 [01 30] 2,4-Dif luoro-5-methoxyaniline hydrobromide (2.4 g) was added together with triethytamtne (1 .2 g) to a chloro- 
form solution of ethyl 3-ethoxy-2-(2.4,5-trif luoro-3-methylbenzoyI)acrylate (2.6 g) synthesized from ethyl 2p4.5-trif luoro- 
3-m6thyibenzoylacetate (10 ml) in accordance with the method known perse in the art. The mixture was concentrated 
under reduced pressure, and anhydrous potassium carbonate (3.7 g) and N.N-dimethyHbrmamide (15 ml) were added 
to the residue, followed by stirring at 90**C for 15 minutes. The reaction mixture was allowed to cool, arxJ chloroform (60 

25 ml) and distilled water (300 ml) were added thereto, thereby conducting liquid separation. A chloroform layer was 
washed twice with distilled water (300 ml), dried over anhydrous magnesium sulfate and then concentrated under 
reduced pressure. Deposits were dispersed in ethanol. collected by filtration and washed with ethanol and diisopropyl 
ether in that order to obtain the title corv>ound (2.96 g) as a colorless powder. 

30 Melting point: 262-264''C. 
1H-NMR(CDCI3)5: 

1.38(t.J=7Hz,3H), 1.80(d.J==3Hz.3H). 3.96(s.3H). 4.36(q,J=7Hz,2H). 7,12(t,J=10Hz.1H), 7.17(t.J=8Hz.1H), 
8.16(tJ=9Hz,1 H), 8.30(S,1H). 

35 

Referential Example 20: 

Synthesis of ethyl 8-chloro-6,7-dif luoro-1 -p.S-dif luoro-6-(2-hydroxyethylamino)pyridin-2-yl]-4-oxo-1 ,4-dihydroquinoline- 
3-cartX3Kylate: 

40 

[0131] 2-Amino-3.5,6-trifluoropyridine (1.5 g) and ethanolamine (1 .8 g) were added to N-methylpyn^olidone (5 ml) to 
conduct a reaction at 140*C for 22 hours. The reaction mixture was allowed to cool, and chloroform (50 ml) arid distilled 
water (50 ml) were added thereto, thereby conducting liquid separation. A water layer was extracted again with chloro- 
form (20 ml). The chloroform layers were put together, dried over anhydrous magnesium sulfate and then concentrated 

45 under reduced pressure. The resultant residue was added to a chloroform solution (8 ml) of ethyl 3-ethoxy-2-(3-chloro- 
2,4,5-trif luorobenzoyl)acrylate synthesized from ethyl 3-cWoro-2,4,5-trif luorobenzoylacetate (2. 1 5 g) in accordance with 
a method known per se in the art. The mixture was concentrated under reduced pressure, and anhydrous potassium 
carbonate (2 g) and N.N-dimethylformamide (2 ml) were added to the resultant residue, followed by stirring at 90**C for 
15 minutes. The reaction mixture was allowed to cool, and chloroform (60 ml) and distilled water (300 ml) were added 

so thereto, thereby conducting liquid separation. A chloroform layer was washed twice with distilled water (300 ml), dried 
over anhydrous magnesium sulfate and concentrated under reduced pressure. Ethanol (6 ml) was added to the result- 
ant residue, and the mixture was left to stand. Deposits were collected by filtration and washed with ethanol and diiso- 
propyl ether in that order to obtain the title compound (2.15 g) as a pale brown powder. 

55 Melting point: 1 63- 1 64*'C. 
^H-NMR (CDCI3) 8: 

1 .40(t.J=7Hz,3H), 2.01 (t,J=5Hz,1 H). 3.58(m.2H). 3.82(q.J=5Hz.2H). 4.40(q.J=7Hz.2H), 5.33(br.1 H), 
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7.26(dd.J=8Ha.9H2,1H). 8.31(dd.J=:8Hz.10H2.1H). 8.47(s.1H). 
Referential Example 21 : 

5 Synthesis of ethyl 1 -(5-tert-butoxy(»rbonylamino-2.4<iif luorophenyl)-7-f luoro-6-methyl-4-oxo-1 .4-dihydroquinoline-3- 
carboxylate: 

101 32] Acetic anhydride (2.3 g) and triethyl orthofbrmate (930 mg) were added to ethyl 2-chloro-4-f luoro-5-methylben- 
zoylacetate (1 .0 g). and the mixture was heated under reflux for 2 hours. After the reaction mixture was allowed to cod, 

10 the reagents and the like were distilled off under reduced pressure. Toluene was additionally added to the residue to 
conduct azeotropic distillation. Chloroform (10 ml) was added to the residue, and a solution of N-tert-butoxycartx>nyl- 
2.4-diriuoro-m-phenylenediamine (951 mg) in chloroform (5 ml) was added dropwise to the resultant mixture, followed 
by stirring at room temperature for 10 minutes. The solvent was distilled off. and hexane was added to the residue to 
conduct filtration, thereby obtaining a pale yellow powder (1.1 g). Potassium cart>onate (290 mg) was added to a solu- 

15 tion of the whole amount of the thus-obtained compound in N.N-dimethylformamide (3 ml), and the mixture was stirred 
for 3 hours at room temperature and for 5 hours at TO^'C. Ethyl acetate and water were added to the reaction mixture to 
collect an organic layer. After the organic layer was dried over anhydrous magnesium sulfate, the solvent was distilled 
off. The residue was subjected to column chromatography on silica gel to obtain the title compound (41 0 mg) as a pale 
yellow powder from a fraction eluted with a 1 :2 mixture of ethyl acetate and hexane. 

20 

Melting point: 205-207*>C. 
iH-NMR(CDCl3)5: 

1 .40(t.J=7H2.3H), 1 .52(s.9H). 2.38(s.3H). 4.39(q,J=7Hz.2H). 6.53(d,J=10Hz.1 H). 6.86(brs.1 H). 
25 7.17(tJ=10Hz.1H). 8.31-8.45(m,3H). 

Referential Example 22: 

Synthesis of ethyl l-(5-tertHDutoxycartx)nylamino-2,4-difluorophenyI)-7-fluoro-6-methyl-8-nitro-4 
30 iine-3-cartX3xylate: 

[01 33] Acetic anhydride (610 mg) and triethyl orthoformate (450 mg) were added to ethyl 2-chloro-4-f luoro-5-methyl- 
3-nitrobenzoylacelate (630 mg), and the mixture was heated under reflux for 1.5 hours. After the reaction mixture was 
allowed to cool, the reagents and the like were distilled off under reduced pressure. Toluene was additionally added to 

35 the residue to conduct azeotropic distillation. Chloroform (5 ml) was added to the residue, and a solution of N-tert-butox- 
ycart>onyl-2,4-dif luoro-m-phenylenediamine (500 mg) in chloroform (7 ml) was added dropwise to the resultant mixture, 
followed by stirring at room temperature for 10 minutes. The solvent was distilled off. and potassium carlx)nate (280 mg) 
was added to a solution of the resultant residue in N.N-dimethylformamide (3 ml), followed by stirring at eO'^C for 30 min- 
utes. Ethyl acetate and water were added to the reaction mixture to collect an organic layer. After the organic layer was 

40 dried over anhydrous magnesium sulfate, the solvent was distilled off. Solids deposited were collected by filtration and 
washed with ethanol to obtain the title compound (470 mg) as a pale yellow powder. 

Melting point: 224-225*'C. 
^H-NMR(CDCl3)6: 

45 

1.39(t.J=7Hz.3H), 1.51(s.9H). 2.46(s,3H), 4.39(q.J=7Hz,2H). 6.76(brs.1H). 7.04(t.J==9Hz.1H), 8.24- 
8.35(m.2H). 8.55(d,J=8Hz,1H). 

Referential Example 23: 

so 

Synthesis of ethyl 1-(54ert-butoxycartx>nylamino-2,4<Jifluorophenyl)-6-methoxy-8-methyl-7-nitro-4-oxo-1.4<lihy^ 
noline-3-cart>oxylate: 

[0134] Acetic anhydride (250 mg) and triethyl orthoformate (180 g) were added to ethyl 2-fluoro-5-methoxy-3-methyl- 
55 4-nitrobenzoylacetate (240 mg). and the mixture was heated under reflux for 1 .5 hours. After the reaction mixture was 
allowed to cool, the reagents and the like were distilled off under reduced pressure. Toluene was additionally added to 
the residue to conduct azeotropic distillation. Chloroform (5 ml) was added to the residue, and a solution of IM-tert-txjtox- 
ycart>onyl-2.4-difluoro-m-phenylenediamine (195 mg) in chloroform (5 ml) was added dropwise to the resultant mixture. 
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followed by stirring at room temperature for 20 minutes. The solvent in the reaction mixture was distilled off, and potas- 
sium carbonate (110 mg) was added to a solution of the resultant residue in N.N-dimethyHormamide (3 ml), followed by 
stn-ing at SO^'C for 40 minutes. Ethyl acetate and water were added to the reaction mixture to collect an organic layer 
After the organic layer was dried over anhydrous magnesium sulfate, the solvent was distilled off. Ethanol was added 
5 to the residue, and solids deposited were collected by filtration to obtain the title compound (235 mg) as a colorless 
powder. 

Melting point: 223-224'*C. 
''H-NMR(CDCl3)6: 

10 

1.41(tJ=7Hz.3H), 1.51(S.9H), 1.78(S,3H). 4.01(S,3H), 4.40(q.J=7Hz.2H). 6.79(brs,lH), 7.10(t.J«10Hz.1H). 
8.09(5,1 H), 8.30-8.42(m.2H)). 

Referential Example 24: 

15 

Synthesis of ethyl i-(5-tert-butoxycartx)nylamino-2,4<lifluorophenyl)-7-fluoro-8-methyl-6-nitro-4K>xo-^ 
iine-3-carboxytate: 

[0135] Acetic anhydride (47 g) and triethyl orthoformate (20 g) were added to ethyl 2-chloro-4-fluoro-3-methyl-5- 
20 nitrobenzoylacetate (1 2.5 g) , and the mixture was heated under reflux lor 1 hour. After the reaction mixture was allowed 
to cod, the reagents and the like were distilled off under reduced pressure. Toluene was additionally added to the res- 
idue to conduct azeotropic distillation. Chloroform (30 ml) was added to the residue, and a solution of N-tert-butoxycar- 
bonyl-2,4-difluoro-m-phenylenediamine (10 g) in chloroform (20 ml) was added dropwise to the resultant mixture, 
followed by stirring at room temperature for 20 minutes. The solvent was distilled off. and potassium cart>onate (5.5 g) 
25 was added to a solution of the resultant residue in N.N-dimethylfbrmamide (30 ml), followed by stirring at 80**C for 30 
minutes. Ethyl acetate and water were added to the reaction mixture to collect an organic layer. Aft^ the organic layer 
was dried over anhydrous magnesium sulfate, the solvent was distilled off. Ethanol was added to the residue, and solids 
deposited were collected by filtration to obtain the title compound (1 1 .3 g) as a pale yellow powder. 

30 Melting point: 1 82- 1 85^C. 
^H-NMR (CDQa) 6: 

1.40(t.J=7Hz.3H), 1.52(s.9H). 1 .87(d.J=3H2.3H), 4.40(q.J=7Hz.2H). 6.92(brs.1H), 7.15(t,J=9Hz,1H), 8.30- 
8.43(m.2H)). 9.1 1 (d. J=8H2,1 H). 

35 

Referential Example 25: 

Synthesis of ethyl 7-amino-1-(5-tert-butoxycart)onylamino-2,4-difluorophenyl)-6-methoxy-8-methyl-4-oxo-1.4-dihydro- 
quinoline-3-cartx>xylate: 

40 

[0136] Acetic acid (2 ml) and iron powder (1 50 mg) were added to ethyl 1 -(5-tert-butoxycarbonylamino-2,4-dif luoroph- 
enyi)-6-methoxy-8-methyl-7-nitro-4-oxo-1,4-dihydroquinoline-3-carboxylate (200 mg), and the mixture was stirred at 
SO'^C for 40 minutes. The catalyst was removed by filtration through Celite, and the solvent and the like in the filtrate 
were distilled off. The residue was subjected to column chromatography on silica gel to conduct elution with chloroform, 
45 thereby obtaining the title compound (140 mg) as an amorphous substance. 

^H-NMR (CDCI3) 5: 

1.39(t.J=7H2,3H). 1.50(s.9H). 1.66(s.3H), 4.00(6.3H). 4.37(q,J=7Hz.2H), 6.82(brs,1H). 7.06(t,J=10Hz.1H). 
so 7.82(s.1H). 8.1 3-8.3 1(m.2H). 

Referential Example 26: 

Synthesis of 6.7-difluoro-1-(4^luoro-3-methoxyphenyl)-8-methyl-4-Qxo-1.4-dihydroquinoline-3-cartx>xylic add: 

55 

[0137] Ethyl 6,7-rfrfluoro-1-(4-fluoro-3-methoxyphenyl)-8-methyl-4-oxo-1.4-dihydroquinoline-3-carboxylate (400 mg) 
was added to a mixed liquid (1 :1, v/v; 4 ml) of 2N hydrochloric acid and acetic add. and the mixture was stined and 
heated under reflux for 5 hours. Deposits were collected by filtration and washed with ethanol and diisopropyl ether in 
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that order to obtain the title compound (358 mg) as a colorless powder. 

Melting point: > 280^0. 
^H-NMR(d^-DMSO)8: 

5 

1.74(dJ=3Hz,3H), 3.88(S.3H), 7.29(m,1H), 7.47(dd,J=9H2,11H2.1H), 7.64(m.1H). 8.27(t.J=10H2.1H), 
8.67(s.1H)). 

Example 33: 

10 

Synthesis of 1 -(5-amino*2-fluaophenyl)-8-chloro*6-f luoro-7-methylamino-4-oxo-1 ,4-dihydroquinoline-3-cartx>xylic 
acid: 

[0138] 1-{5-AnTino-2-fluorophenyl)-8<:hloro-6J<Jifluoro-4K)xo-1.4-dihydroqu!noline-3-cart)Oxylic add (100 mg) was 
75 added to a mixed liquid of a 40% aqueous solution (103 mg) of methylamine and pyridine (1 ml), and the mixture was 
stirred at room tenperature for 2 hours. The solvent was distilled off under reduced pressure, and ethanol was added 
to the residue. Solids formed were collected by filtration and washed with hexane to obtain the title compound (85 mg) 
as a pale yellow powder. 

20 Melting point: 269.5-271 .0*'C. 

''H.NMRCd^-DMSOe: 

3.12(dd.J=6H2,7H2,3H), 5.39(brs,2H). 6.65(d,1H), 6.70-6.75(m.2H), 7.12(t,J=10H2.1H). 7.96(d,J=14H2,1H), 
8-40(8.1 H). 

25 

Example 34: 

Synthesis of 1 •(5-amino-2.4-dif luorophenyl)-7-methylamino-6-nitro-4-oxo-1 .4-dihydroquinoline-3-carboxylic acid: 

30 [0139] 1-(5-Amino-2,4<iifluorophenyl)-7-fluoro-6-nitro-4-oxo-1.4<jihydroquinoline-3-carbox^ acid (100 mg) was 
added to a mixed liquid of a 40% aqueous solution (120 mg) of methylamine and pyridine (3 ml), and the mixture was 
stirred at room temperature for 3 hours. The solvent was distilled off under reduced pressure. The residue was acidif ied 
with 3% citric acid, and solids formed were collected by filtration. The solids were washed with water, ethanol and hex- 
ane to obtain the title compound (70 nng) as a yellow powder. 

35 

Melting point: > 275.0*'C (deconnposed). 
^H-NMR(d®-DMSO)6: 

2.73(d.J=:4H2,3H), 5.57(br5,2H). 6.12(S,1H), 7.1 1(t,J=9H2.1H). 7.52(t,J=10H2,1H), 8.44(brs.1H). 8.71(s.1H). 
40 8.99(s,1H). 

Example 35: 

Synthesis of 7-arnino-1-(5-amino-2,4<jifluorophenyO-6-nitro-4K>xo-1,4<lihydroquinoline-3-car^ acid: 

45 

[0140] 1-(5-Amino-2.4-difluorophenyl)-7-fluoro-6-nitro-4-oxo-1.4<lihydroquinoline-3-carboxylic acid (70 mg) was 
added to a mixed liquid of 28% aqueous ammonia (85 mg) and pyridine (2 ml), and the mixture was stirred at SO^'C for 
15 hours. The reaction mixture was acidified with 3% citric add (20 ml), and solids formed were collected by filtration. 
The solids were subjected to a2eotropic distillation with ethanol and toluene. Hexane was added to the residue to con- 
so duct filtration, thereby obtain the title compound (50 mg) as a yellow powder. 

Melting point: > 279.0**C (decomposed). 
iH-NMR(d^-DMSO)«: 

55 5.57(brs.2H). 6.61(brs,1H), 7.02(t.J=9H2,1H), 7.56(t,J=10H2,1H). 7.78{brs.2H). 8.62(s.1H). 8.92(s.1H). 



BNSOOCIDkEP 094543SA1_I > 



30 



EP 0 945 435 A1 



Referential Example 27: 

Synthesis of 1-(5-aminc)-2.4KJifluorophenyl)-7-fluoro-6-nitro-4-oxo-1,4<lihydroqw acid: 

5 [0141] Ethyl orthoformate (1 .3 mO and acetic anhydride (1 .6 ml) were added to ethyl 2.4-difluoro-5-nitroben2oylace- 
tate (1.4 g), and the mixture was stirred at 120**C for 19 hours. The reaction mixture was concentrated under reduced 
pressure, and the residue was subjected 3 times to azeotropic distillation with toluene. The resultant residue was dis- 
solved in dichloromethane (20 ml), to which N-tert-butoxycartx>nyl-2,4-difluoro-m-phenylenediamine (1^7 g) was 
added under ice cooling. The mixture was then stinted at room temperature for 3 hours. The solvent was distilled off 

10 under reduced pressure, and the residue was dissolved in N.N-dimethyHormamide (5 ml). Anhydrous potassium car- 
bonate (663 mg) was added to the solution, and the mixture was stirred at 40*^0 for 20 minutes. The solvent was distilled 
off under reduced pressure, and the resultant residue was extracted with chloroform (100 ml). An organic layer was 
washed with 3% citric add (80 ml) and saturated brine (60 ml), dried and then concentrated. The residue was subjected 
to column chromatography on silica gel (eluent; chloroform:ethyt acetate - 25:1) to obtain a pale yellow powder (1 .46 

15 g). This powder was dissolved in acetic acid (6 ml), and 3N hydrochloric acid (10 ml) was added to the solution, followed 
by stirrir>g at 100**C for 15 hours. The solvent was distilled off under reduced pressure to conduct azeotropic distillation 
with toluene. Ether was added to the resultant residue to conduct filtration, thereby obtaining the title compound (630 
mg) as a yellow powder. 

20 Melting point: 258.7-259.5*0. 

^H-NMR (d^-DMSO)S: 

5.58(brs^H). 7.07(t.J=9H2.1H), 7.44-7.56(m,2H). 8.90(s.1H). 8.99(d.J=8Hz,1H). 
25 Example 36: 

Synthesis of 1 -(5-amino-2.4-dif luorophenyl)-7-(1 -methylhydrazino)-6-nitro-4-oxo-1 .4<lihydroquinoline-3-carboxylic 
acid: 

30 [0142] i-(5-Amino-2,4<lifluorophenyl)-7-fluoro-6-nitro-4K)xo-1,4<iihydroquinoline-3-cart)o^^ acid (60 mg) was 
added to a mixed liquid of methylhydrazine (32 mg) and pyridine (0.5 ml), and the mixture was stirred at room temper- 
ature for 3 hours. Water (5 ml) was added. At this time, the pH of the reaction mixture was about 5. Solids formed were 
collected by filtration and subjected to azeotropic distillation with ethanol and toluene. Hexane was added to the result* 
ant residue to conduct filtration, thereby obtaining the title compound (60 mg) as a brown powder. 

35 

Melting point: > 168.0**C (decomposed). 
^H-NMR (d^-DMSO) 6: 

2.94(brs,3H). 5.02(brs.2H). 5.57(brs.2H), 6.27(s,1H). 7.06(t.J=8Hz.1 H). 7.52(t,J=10Hz.1H). 8.35(S.1H). 
40 8.72(S,1H). 

Referential Example 28: 

Synthesis of 1-(5-amino-2.4Kiifluorophenyl)-7,8<lifluoro-6-nitro-4<)xo-1.4<Jihydroc|uinoline-3 acid: 

45 

[0143] Ethyl orthoformate (1 .2 ml) and acetic anhydride (1 .5 ml) were added to ethyl 2,3,4-trifluoro-5-nitrcbenzoylac- 
etate (1 .4 g), and tiie mixture was stirred at 120*'C for 19 hours. The reaction mixture was concentrated under reduced 
pressure, arKi the residue was subjected 3 times to azeotropic distillation with toluene. The resultant residue was dis- 
solved in dichlorometiiane (20 ml), to which N-tert-butoxycart)onyl-2.4-difluoro-m-phenylene-diamine (1.17 g) was 

50 added under ice cooling. The mixture was then stirred at room temperature for 3 hours. The solvent was distilled off 
under reduced pressure, and the residue was dissolved in N.N-dimettiylformamide (5 ml). Anhydrous potassium car- 
bonate (663 mg) was added to the solution, and the mixture was stirred at 40**C for 20 minutes. The solvent was distilled 
off under reduced pressure, and tine residue was extracted with chloroform (100 ml). An organic layer was washed with 
3% citric acid (80 ml) and saturated brine (60 ml), dried and then concentrated. The residue was subjected to column 

55 chromatography on silica gel (eluent: hexane:ett)yl acetate = 4:1 -> chloroform:ethyl acetate = 25:1) to obtain a light- 
colored powder (0.56 g). This powder was dissolved in acetic add (2 ml), and 3N hydrochloric add (3 ml) was added to 
the solution, followed by stirring at 100**C for 15 hours. The solvent was distilled off under reduced pressure to conduct 
azeotropic distillation witii toluene. Ether was added to the resultant residue to conduct filtration, thereby obtaining the 
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title compound (400 mg) as a yellow powder. 

Melting point: 141.5-143.0'»a 
iH-NMR(d^-DMSO)6: 

5 

5.50-6.50(br.2H). 7.16(dd.J=8H2,9H2.1H). 7.46(dd.J=10H2.11Hz.1H). 8.72(s.1H). 8.82{d.Js=7H2.1H). 
Exanrple 37: 

10 Synthesis of 1 -(5-amino-2,4<lrfluorophenyO-8-f luoro-7-methylamino-6-nitro-1 ,4KJihydro-oxoquinoline-3-ca 
acid: 

[0144] l-(5-Amino*2.4-difluorophenyl)-7,8-difluoro-6-nltro-4-oxo-l ,4-dihydroc|uinoline-3-cartx}xylic acid (70 mg) was 
acUed to a mixed liquid of a 40% aqueous solution (80 mg) of methylamine and pyridine (2 ml), and the mixture was 
75 stirred at room temperature for 1 hour. The solution was acidified with 3% citric acid (10 ml), and solids formed wer 
collected by filtration. The solids were washed with water, ethanol arxJ hexane to obtain the title compjound (56 mg) as 
a yellow powder. 

Melting point: 186.0-188.0°C. 
20 ^ H-NM R (d^-DMSO) 6: 

2.98(brs,3H). 5.47(brs,2H), 6.12(s.1H), 7.11(t,J=8Hz.1H). 7.52(dd,J=9H2,10Hz.1H), 7.95(brs.1H), 8.51(s,1H), 
8.76(s.1H). 

25 Example 38: 

Synthesis of 8-chloro-6-f luoro-1 -(2.4-dif luoro-5-hydrQxyphenyl)-7-nnethyiamino-4-oxo-1 ,4<lihydroquinoline-3-carboxy- 

lie acid: 

30 [0145] 8'Chloro-6.7-difluoro-1 -(2.4-dif luoro-5-hydroxyphenyl)-4-oxo-1 ,4-dihydroquinoline-3-cart)Oxylic acid (200 mg) 
and an aqueous solution (about 40%; 550 mg) of methylamine were added to pyridine (1 ,200 mg). and the mixture was 
stirred at room temperature for 21 hours. The reaction mixture was concentrated under reduced pressure, and etfnanol 
(1 ml) was added to the residue. Deposits were collected by filtration and washed with ethanol and diisopropyl ether in 
that order to obtain the title compound (1 73 mg) as a pale brown powder. 

35 

Melting point: 265-271 ''C (decomposed). 
^H-NMR(d®-DMSO)6: 

3.14(m,3H), 6.57(m,1H). 7.20(t,J=8Hz.1H). 7.46(tJ«10H2.1H). 8.43(S,1H). 

40 

Exarrple 39: 

Synthesis of 1 -(6-amirx)-5-fluoropyridin-2-yl)-8-chloro-6-f luoro-7-methylamino-4-oxo- 1 ,4-dihydroquinoIine-3-carboxylic 
acid: 

45 

[0146] 1-(6>Amino-5-fluoropyridin-2-yl)-8-chloro-6.7<iifluoro-4-oxo-1.4<iihydroquinoline-3-ca^ acid (158 mg) 
and an aqueous solution (about 40%; 165 mg) of methylamine were added to pyridine (480 mg), arKi the mixture was 
stirred at room temperature for 1 7 hours. The reaction mixture was concentrated under reduced pressure, and ethanol 
(1 ml) was added to the residue. Deposits were collected by filtration and washed with ethanol and diisopropyl ether in 
so that order to obtain the title compound (168 mg) as a pale yellow powder. 

Melting point: 233-238**C. 
^H.NMR(d^-DMSO)ft: 

55 3.13(m,3H), 6.57{m.1H). 6.81 (m.3H). 7.61(t.J=9H2.1H), 7.92(d.J=14H2.1H), 8.53(s.1H). 
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Example 40: 

[0147] Synthesis of 5-amino-1 -(6-arninO'3,5-dif lLJoropyridin-2-yl)-8-chloro-7-dimethylami ,4<lihycl' 
rcx)uinoline-3-carboxylic acid: 

5 [0148] 5-Amino-1 -(6-amino-3,5-dif luoropyridin-2-yl)-8-chloro-6,7-dif luoro-4-oxo-1 .4-dihydroquinoline-3-carboxylic 
acid (100 mg) and an aqueous solution (about 50%; 170 mg) of dimethylamine were added to pyridine (500 mg). and 
the mixture was stirred at room temperature for 4 days. The reaction mixture was concentrated under reduced pressure. 
arKi ethanol (1 ml) was added to the residue. Deposits were collected by filtration and washed with ethanol and diiso- 
propyl ether in that order to obtain the title compound (86 mg) as a yellow powder. 

10 

Melting point: 230-234''C (decomposed). 
^H-NMR(d^-DMSO)6: 

2.90(d.J=3Hz,6H). 6.73(brs,2H). 7.71(br5.2H). 7.90(t.J=10Hz.1H). 8.62(s.1H). 

15 

Example 41 : 

Synthesis of 8-chloro-1 -(2,4-dif luoro-5-methoxyphenyl)-6-f luoro-7-methylamino-4-oxo-1 ,4-dihydroquinoline-3-cartK>xy- 
lie acid: 

20 

[0149] 8-Chloro-6.7-difluoro-1-(2.4-difluoro-5'methoxyphenyl)-4-oxo-1.4<iihydroquinoline-3-carboxylic acid (90 mg) 
and an aqueous solution (about 40%; 200 mg) of methylamine were added to pyridine (520 mg), and the mixture was 
stirred at room temperature for 66 hours. The reaction mixture was concentrated under reduced pressure, and ethanol 
(1 ml) was added to the residue. Deposits were collected by filtration arvJ washed with ethanol and diisopropyt ether in 
25 that order to obtain the title compound (88 mg) as a colorless powder. 

Melting point: 239-241 *»C. 
^H-NMR(d^-DMSO)6: 

30 3.13(dd,J=5Hz.8H2,3H), 3.83(s.3H). 6.65{m.1H). 7.70(t,J=11H2.1H). 7.72(tJ=8H2.1H), 7.98(d.J=14Hz.1H). 

8.59(s.1H). 

Referential Example 29: 

35 Synthesis of 8-chloro-6,7-dif luoro- 1 -(4-f luoro-3-methoxyphenyl)-4-oxo-1 ,4-dihydroquinoline-3-carboxylic acid: 

[0150] Ethyl 8<:htoro-^7<fifluoroO-(4'fluoro*3-methoxyphenyl)-4-axo*1,4-dihydroquinoline-3-carboxyl^^ (400 mg) 
was added to a mixed liquid (1 :1 . v/v; 2.5 ml) of 2N hydrochloric acid arxj acetic acid, and the mixture was stirred and 
heated under reflux for 2 hours. Deposits were collected by filtration and washed with ethanol and diisopropyt ether in 
40 that order to obtain the title compound (351 mg) as a colorless powder. 

Melting point: > 280**C. 
^H-NMR(d^-DMSO)6: 

45 3.85(s.3H). 7.27(m.1 H). 7.45(dd.J=9Hz. 1 1 Hz. 1 H). 7.63(dd,J=3H2.8Hz.1 H), 7.97(dd.J=9Hz,1 0Hz.1 H). 

8.67(s,1H). 

Example 42: 

so Synthesis of a^^hloro-S-f luoro-1 -(4-f tuoro-3-methoxyphenyl)-7-methylamino-4-oxo-1 ,4-dihydroquinoline'3-carboxyiic 
acid: 

[0151] 8-Chloro-6,7-difluoro-1-(4-fluoro-3-methoxyphenyl)-4-oxo-1.4-dihydroquinoline-3-carbo)(ylic acid (160 mg) 
and an aqueous solution (about 40%; 400 mg) of methylamine were added to pyridine (1 .000 mg). and the mixture was 
55 stirred at room temperature for 27 hours. The reaction mixture was concentrated under reduced pressure, and ethanol 
(1 ml) was added to the residue. Deposits were collected by filtration and washed with ethanol and diisopropyl ether in 
that order to obtain the title compound (145 mg) as a colorless powder. 
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Melting point: 250-253°C. 
iH-NMR(d^-DMSO)S: 

3.13(ddJ=5Hz,7Hz,3H). 3.84(s.3H). 6.57(m.1H). 7,17{m.1H). 7.40(dd.J=9Hz.11H2.1H). 
5 7.72(dd.J=3H2,8H2.1H), 7.97(d.J=14H2.1 H). 8.48{s.1 H). 

Referential Example 30: 

Synthesis off 8-chloro-6J<Jifluoro-1-(4-ffluoro-3-hydroxyphenyl)-4-oxo-1.4KJihydroquinoH acid: 

10 

[01 521 Ethyl 8-chloro-6.7-diff luoro-1 -(4-ffluoro-3-methoxyphenyl)-4-axo-1 .4-dihydroqiDnoline-3-cartxsxylate (2.3 g) was 
added to a mixed liquid (1 :1, v/v; 20 ml) of 47% hydrobromic acid and acetic acid, and the mixture was stirred and 
heated under reflux for 78 hours. Deposits were collected by filtration and washed with ethanol and diisopropyl ether in 
that order to obtain the title compound (1 .63 g) as a colorless powder. 

75 

Melting point: > 280*0. 
^H-NMR(d^-DMSO)6: 

7.12(m.1H), 7.25(dd.J=3Hz.8Hz,1H). 7.37{dd.J=9Hz.11Hz.1H), a41(dd.J=9Hz.10Hz,1H), 8.60(s.1H). 

20 

Example 43: 

Synthesis of 8-chloro-6-fluoro-1-(4-fluoro-3-hydroxyphenyl)-7-methylamino-4-Qxo-1.4<Jihydroquinoline-3-ca^^ ' 
acid: 

25 

[0153] 8-Chloro-6.7-difluoro-1-(4-fluoro-3-hydroxyphenyl)-4-oxo-1 .4-dihydroquinoline-3-cartx>xylic acid (300 mg) and 
an aqueous solution (ak>out 40%; 600 mg) of methylamine were added to pyridine (1.500 mg). and the mixture was 
stirred at room temperature for 63 hours. The reaction mixture was concentrated under reduced pressure. A process of 
adding ethanol (3 ml) to the residue and then concentrating the mixture under reduced pressure was conducted twice 
30 repeatedly. Ethanol (4 ml) was added to the resultant residue, and the mixture was heated under reflux for 30 minutes. 
The reaction mixture was allowed to cool, and deposits were collected by filtration and washed with ethanol and diiso- 
propyl ether in that order to obtain the title cx^mpound (305 mg) as a colorless powder. 

Melting point: > 280^0. 
35 '»H-NMR(d®-DMSO)6: 

3.11 (dd, J=5Hz.8Hz,3H). 6.58(m.1 H), 7.03{m.1 H), 7.13(dd,J=2Hz.8Hz,1 H). 7.33(dd. J=9Hz.1 1 Hz.1 H). 
7.95(d.J=14Hz,1H), 8.40(S.1H). 

40 Referential Example 31 : 

Synthesis of 6.7-drfluoro-1-(4-fluoro-3-hydroxyphenyl)-8-methyl-4-oxo-1 .4-dihydroquinoline-3-cait>oxyIic acid: 

[0154] Ethyl 6,7<lifluoro-1-(4-fluoro-3-methoxyphenyl)-8-methyl-4-oxo-1.4Kiihydroquinoline-3-cai^ (2.3 g) 
45 was added to a mixed liquid (1:1. v/v; 30 nrd) of 47% hydrobromic acid and acetic acid, and the mixture was stired and 
refluxed for 44 hours. Deposits were collected by filtration and washed with ethanol and diisopropyl ether in that order 
to obtain the title compound (1 .65 g) as a colorless powder. 

Melting point: > 280*'C. 
so ^H-NMR(d^-DMSO)5: 

1 .76(d. J=3Hz.3H). 7.1 3(m.1 H). 7.28(dd.J=3Hz,8Hz.1 H). 7.41 (dd.J=9Hz. 1 1 Hz.l H). 8.24(t.J=9Hz.1 H), 
8.60(S.1H)). 

55 
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Example 44: 

Synthesis of 6-fluoro-1-(4-iluoro-3-hydroxyphenyl)-8-methyl-7-nriethylam^ ,4<lihydroquinoline-3-caitx>xylic 
acid: 

[01 55] 6.7-Dif luoro-1 -(4-f luoro-3-hydroxyphenyl)-8-methyl-4-oxo-1 ,4-dihydroquinollne-3-carboxylic acid (403 mg) and 
an aqueous solution (about 40%; 2.0 g) o1 methylamine were added to pyridine (2.0 g). and the mixture was stirred at 
60**C tor 6 days. The reaction mixture was concentrated under reduced pressure. A process of adding ethanol (5 ml) to 
the residue and then concentrating the mixture under reduced pressure was conducted 3 times repeatedly. Ethanol (2 
10 ml) was added to the resultant residue, and deposits were collected by filtration and washed with ethanol and diisopro- 
pyl ether in that order to obtain the title compound (31 1 mg) as a colorless powder. 

Melting point: > 280*'C. 
^H-NMR(d®-DMSO)6: 

75 

1 .61 (S.3H). 3.02(m.3H), 6.02(m.1H). 7.03(m.1 H). 7.09(dd.J=3Hz.8Hz.1 H). 7.36(dd.J=9Hz.1 1 Hz.1 H). 
7.82(d.J=14Hz.1H). 8.46(s.1H). 

Referential Example 32: 

20 

Synthesis of 4-f luoro-3-methoxyaniline: 

[0156] 3,4-Difiuoroaniiine (2.6 g) was added to a 28% methanol solution of sodium methoxide. and the mixture was 
heated for 2 days at about 60**C and for 4 days at 1 10**C- After distilled water (50 ml) was added to the reaction mixture. 
25 it was extracted with chloroform (50 ml). A chloroform layer was washed with distilled water (20 ml) and then dried over 
anhydrous magnesium sulfate. The dry chloroform layer was concentrated under reduced pressure to obtain the title 
compound (2.8 g) as a dark brown oil. 

''H-NMR(CDa3)5: 

30 

3.54(br,2H). 3.84(s,3H), 6.17(dt.J=8Hz,3Hz,1H). 6.31 (dd. J=3Hz.7H2. 1 H). 6.86(dd,J=8Hz,1 1 Hz.1 H). 
Referential Example 33: 

35 Synthesis of ethyl 8-chloro-6.7-dif luoro-1 -(4-f luoro-3-methoxyphenyl)-4-oxo-1 .4-dihydroquinoline-3-carboxylate: 

[01571 4-Fluoro-3-methoxyaniline (1 .4 g) was added to a chloroform solution (10 ml) with ethyl 3-ethoxy-2-(3-chloro- 
2»4,5-trifluorobenzoyl)acrylate synthesized from ethyl 3-chloro-2,4.5-trifluorobenzoylacetate (2.8 g) in aocordance with 
a method known perse in the art dissolved therein. The reaction mixture was concentrated under reduced pressure, 

40 and anhydrous potassium cartDonate (2.7 g) and N.N-dimethylformamide (6 ml) were added to the residue, followed by 
stirring at SO^'C for 1 5 minutes. The reaction mixture was allowed to cooL and chloroform (80 ml) and distilled water (300 
ml) were added to the reaction mixture, thereby conducting liquid separation. A chloroform layer was washed twice with 
distilled water (300 ml), dried over anhydrous magnesium sulfate and then concentrated under reduced pressure. 
Deposits were dispersed in ethanol. collected by filtration and washed with ethanol and diisopropyl ether in that order 

45 to obtain the title compound (2.98 g) as a colorless powder. 

Melting point: 245-246*0. 
■'H-NMR(CDCl3)5: 

so 1.40(tJ=7Hz.3H). 3.92(s,3H). 4.39(q.J=^7Hz.2H), 6.95(m,2H), 7.23(dd.J=8Hz.11Hz.1H). 8.33(t,J=9Hz.1H). 

8.45(S.1H). 

Referential Example 34: 

55 Synthesis of ethyl 8-chloro-6.7-difluoro-1-(4-fluoro-5-methoxy-2-nitrophenyl)-4-oxo-1 .4-dihydroquinoline-3-carboxylate: 

[0158] Ethyl 8-chloro-6,7-cfifluoro-1-(4-fluoro-3-methoxyphenyl)-4-oxo-1,4-dihydroquinoline-3-carboxylate (830 mg) 
was added to concentrated sulfuric acid (4 ml), and anhydrous potassium nitrate (250 mg) was added portionwise to 
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the mixture while stirring under ice cooling. The resultant mixture was stirred for 15 minutes under ice cooling and for 
50 minutes at room temperature. The reaction mixture was poured into ice water (50 ml) and then extracted with chlo- 
roform (50 ml). After a chloroform layer was washed with distilled water (20 ml), dried over anhydrous magnesium sul- 
fate and then concentrated under reduced pressure. Deposits were dispersed in ethanol. collected by filtration and 
5 washed with ethanol and diisopropyl ether in that order to obtain the title compound (528 mg) as a colorless powder. 

Melting point: 244-248*^0. 
1H-NMR(CDCI3) 6: 

10 1.37(t.J=7Hz.3H). 4.11(s.3H). 4.34(q.J=7Hz,2H), 7.37(d.J=7H2,1H). 8.13(d.J=10Hz,1H). 8.27(t.J=10Hz.1H). 

8.27(S,1H). 

Referential Example 35: 

75 Synthesis of 8-chloro-6»7-dif luoro-1 -(4-fluoro-5-hydroxy-2-nitrophenyl)-4-oxo-1 ,4-dihydroquinoline-3-cartX)xylic add: 

[01 59] Ethyl 8-chloro-6,7-dif luoro-1 -(4-f luoro-5-methoxy-2-nitrophenyl)-4-oxo-1 .4-dihydroc|uinoline-3-cartx>xylate 
(510 mg) was added to a mixed liquid (1:1, v/v; 5 ml) of 47% hydrobromic add and acetic acid» and the mixture was 
Stirred and heated under reflux for 46 hours. The reaction mixture was concentrated under reduced pressure. A process 
20 of adding distilled water (5 ml) to the residue and then concentrating the mixture under reduced pressure was con- 
ducted twice repeatedly. Distilled water (5 ml) was added to the resultant residue, arxjl deposits were collected by filtra- 
tion. The deposits were dispersed in ethanol (2 ml) and heated to reflux. The reaction mixture was allowed to cool, and 
deposits were collected by filtration and washed with ethanol and diisopropyl ether in that order to obtain the title com- 
pound (220 mg) as a pale brown powder. 

25 

Melting point: 248*255''C. 
^H-NMR(d®-DMSO)6: 

7.47(d,J:^Hz,1H), 8.38(d.J=11Hz.1H). 8.44(t.J=9H2.1H). 8.93(S,1H). 

30 

Example 45: 

Synthesis of 8-chloro-6-fluoro-1 -(4-fluoro-5-hydroxy-2-nitrophenyl)-7-methylamino-4-oxo-1 .4-dihydroquinoline-3-car- 
boxylic acid methylamine salt: 

35 

[0160] 6-Chloro-6.7-difluoro-1 -(4-fluoro-5-hydroxy-2-nitrophenyl)-4-oxo-1 ,4-dihydroquinoline-3-carboxyiic acid (150 
mg) was added to an aqueous solution (about 40%; 750 mg) of methylamine. and the mixture was stirred at room tem- 
perature for 6 hours. The reaction mixture was concentrated under reduced pressure. A process of adding ethanol (2 
ml) to the residue and then concentrating the mixture under reduced pressure was conducted 3 times r^eatedly. Iso- 
40 propyl aloohol (1 .5 ml) was added to the resultant residue. Deposits were collected by filtration and washed with isopro- 
pyl alcohol and diisopropyl ether in that order to obtain the title compound (120 mg) as a yellow powder. 

Melting point: 200-208"C. 
^H-NMR(d^-DMSO)6: 

45 

2.35(s.3H), 3.11(m,3H). 6.28(d,J=8H2,1H), 6.53(m,1H). 7.78(d.J=13Hz.1H), 7.33(dd.J=9Hz.1 IHz.lH), 
7.95(d,Jr=14Hz,1H). 8.34(s.1H). 

Referential Example 36: 

so 

Synthesis of 1-(2.4-difluoro-5-hyclroxyphenyl)-6.7-difluoro-8-methyl-4-oxo-1.4-dihydroquinoline-3-cartx)xylic add: 

[01 61 ] Ethyl 1 -(2.4-dif luoro-5-meth03ryphenyl)-6,7-dff luoro-8-methyl-4-oxo-1 .4-dihydroquinoline-3-carboxylate (2.32 
g) was added to a mixed liquid (1:1 , vA/; 30 ml) of 47% hydrobromic acid and acetic add. and the mixture was stirred 
55 and ref luxed for 44 hours. After distilled water (20 ml) was added to the reaction mixture, it was allowed to cool. Deposits 
were collected by filtration and washed with ethanol and diisopropyl ether in that order to obtain the title conpound (1 .37 
g) as a colorless powder. Melting point: 270-278*'C. 
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^H-NMR (d^-DMSO) 6: 

1.82(d,J=3H2,3H), 7.43(d,J«8H2,lH), 7.63{t J=l 1 Hz.1 H). 8.26(d,J=10H2,1H). 8.75(s.1H). 
£ Example 46: 

Synthesis of 1 -(2.4<lrtluoro-5-hydroxyphenyl)-6-f luoro-8-methyl-7-methylaiTiirio-4-oxo-l .4-dihydrcx|uinoline-3-carboxy- 
lic add: 

10 [01 62] 1 -(2.4-Dif luoro-5-hydroxyphenyl)-6.7-dif luoro-8-methyl-4-oxo-1 .4-di hydroquinoline-3-carboxylic acid (300 mg) 
was added to an aqueous solution (about 40%; 3.0 g) of methylamine to conduct a reaction at 75°C for 4 days. The 
reaction mixture was concentrated under reduced pressure. A process of adding ethanol (4 ml) to the residue and then 
concentrating the mixture under reduced pressure was conducted twice repeatedly. Ethanol (2 ml) was added to the 
resultant residue. Deposits were collected by filtration and washed with ethanol and diisopropyl ether in that order to 

75 obtain the title compound (295 mg) as a pale yellow powder. 

Melting point: 269-273°C. 
^H-NMR (d^-DMSO)6: 

20 1.62(S.3H), 3.00(t.J=6Hz.3H), 6.03(m,1H), 7.13{t,J=:9H2.1H), 7.48(t.J=10Hz.1H), 7.80(d.J=13H2.1H). 

8.46(8.1 H). 

Example 47: 

25 Syrrthesis of 1 -(3-amino-4-f luorophenyl)-8-chloro-6-f luoro-7-methylamino-4-oxo- 1 ,4-dihydroquinoline-3-carboxylic 
acid: 

[0163] l-(3-Amino-4-fluorophenyl)-8-chloro-6jKjifluoro-4K>xo-1.4<fihydroquinoline-3K:aite acid (300 mg) and 
an aqueous solution (about 40%; 500 mg) of methylamine were added to pyridine (1,200 mg). and the mixture was 
30 stined at room temperature for 15 hours. The reaction mixture was concentrated under reduced pressure. A process of 
adding ethanol (2 mQ to the residue and then concentrating the mixture under reduced pressure was conducted twice 
repeatedly. Ethanol (2 ml) was added to the resultant residue. Deposits were collected by filtration and washed with eth- 
anol and diisopropyl ether in that order to obtain the titie compound (210 mg) as a pale brown powder. 

35 Melting point: 162-166°C, 
^H-NMR (d^-DMSO) 6: 

3.12(dd,J=5Hz,8Hz.3H). 5.59(brs.2H). 6.59(m.1H). 6.71(m,1H). 6.83(d,J=8H2.1H). 7.16(dd.J=9H2,1 IHz.lH), 
7.94(d, J=1 4HZ.1 H), 8.37(s,1 H). 

40 

Example 48: 

Synthesis of 1 -(5-anriino-2,4-dif luorophenyl)-8-chloro-6-f luoro-7-(2-hydroxyethylamino)-4-oxo-1 ,4-dihydroquinoline-3- 
cart>oxylic acid ethanolamine salt: 

45 

[0164] l-(5-Amino-2.4<lifluorophenyl)-8-chloro-6J<lifluoro-4-oxo-1,4<Jihydroquinoline-3-c acid (600 mg) 

and ethanolamine (600 mg) were added to pyridine (2,500 mg). and the mixture was stirred at 50^0 for 1 .5 hours. The 
reaction mixture was concentrated under reduced pressure, and ethanol (6 mi) was added to the residue. Deposits 
were collected by filtration and washed with ethanol and diisopropyl ether in that order to obtain the title compound (603 
so mg) as a colorless powder. 

Melting point: 153-156**C. 
''H-NMR(d^-DMSO) fi: 

55 2.63(m.2H). 3.41(m.2H). 3.54(brs.4H). 4.85(brs.1H), 5.41(brs.2H). 6.18(brs.1H). 6.92(t.J=8Hz.1H). 

7.36(t.J=11Hz.1H). 7.92(d.J=14Hz.1H), 8.30(s.1H). 
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Example 49: 

Synthesis of 1 -(5-amino-2.4Kiif luorophenyl)-8-chloro-6-f luoro-7-(2*hydroxyethylamirK>H^ .4-dihydroquinoline-3- 
carboxylic acid: 

5 

[0165] 1-(5-AmirK)-2.4<lifluorophenyl)-8-chloro-67<lifluoro-4-oxo-1.4Kjihydroquin acid (200 mg). 

ethanolamine (35 mg) and triethylamine (200 mg) were added to pyridine (600 mg). and the mixture was stirred at 50*^0 
for 15.5 hours. The reaction mixture was concentrated under reduced pressure. A process of adding ethanol (3 ml) to 
the residue and then concentrating the mixture under reduced pressure was conducted twice repeatedly. Ethanol (1 ml) 
10 was added to the resultant residue, and deposits were collected by filtration and washed with ethanol and diisopropyl 
ether in that order to obtain the title compound (188 mg) as a pale brown powder. 

Melting point: 21 5-21 9*0. 
^H-NMR (d®-DMSO) 6: 

75 

3.56(brs.4H), 4.86(br,1H), 5.44(brs.2H). 6.37(br.1H). 6.98(t.J=8Hz.1H). 7.39(t.J=11Hz.1H). 
7.95(d.J=14Hz.1H). 8.47(5, 1H). 

Example 50: 

20 

Synthesis of 1-(6-arnino-3,5<lifluoropyridin-2-yl)-8-chloro-6-fluoro-7-(2-hydroxyethylamino)-4-oxo-1 ,4-dihyclroquino- 
iine-3-carboxylic acid ethanolamine salt: 

[0166] 1-(6-Amino-3.5-difluoropyridin-2-yl)-8-chloro-6,7-drfluoro-4-oxo-1 .4-djhydroquinoline-3-carlx)xylic add (300 
25 mg) and ethanolamine (300 mg) were added to pyridine (1 .300 mg). and the mixture was stirred at 50*^0 for 2.5 hours. 
The reaction mixture was concentrated under reduced pressure. A process of adding ethanol (2 ml) to the residue and 
then concentrating the mixture under reduced pressure was conducted twice repeatedly. Ethanol (4 ml) was added to 
the resultant residue, and deposits were collected by filtration and washed with ethanol and diisopropyl ether in that 
order to obtain the title compound (290 mg) as a colorless powder. 

30 

Melting point: 21 8-221 ''C. 
^H-NMR(d^-DMSO)6: 

2.64(m.2H). 3.41 (m.2H), 3.54(brs.4H). 4.89(brs.1H). 6.19(m.1H). 6.73(brs,2H), 7.90(d.J=14Hz.1H), 
35 7.94(t,J=9Hz,1 H). 8.49(s.1 H). 

Example 51: 

Synthesis of 1 -(5-amino-2,4-dif luorophenyI)-8-chloro-6-f luoro-7-(2-hydroxy-1 -methylethylamino)-4-Qxo-1 ,4-dihydroqui- 
40 noline-3-cartx)xylic acid: 

[0167] 1-(5-Amino-2.4-difluorophenyl)-8-chloro-6,7-difluoro-4-oxo-1,4-dihydroquinoline-3-carboxylic acid (200 mg) 
and 2-amino-1-propanol (200 mg) were added to pyridine (700 mg), and the mixture was stirred at 50°C for 1.5 hours. 
CorKentrated hydrochloric acid (200 mg) was added to the reaction mixture, and the resuttant mixture was concen- 
45 trated under reduced pressure. Ethanol (3 ml) was added to the residue, arxl deposits were collected by filtration and 
washed with ethanol and diisopropyl ether in that order to obtain the title compound (167 mg) as a yellow powder. 

Mefting point: 153-158»C. 
^H-NMR(d®.DMSO)S: 

so 

1.17(d.J=7Hz.3H). 3.47(m.2H). 4.04(m.1H). 7.04(t.J=9Hz.1H). 7.41(t.J=1 IHz.lH). 8.01(d.J=:14Hz,1H), 
8.50(S,1H). 
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Example 52: 

Synthesis of 1 -(6-amino-3.5<lifluoropyrklin-2-yl)-8K;hloro-64luoro-7-{2-hydrQxy-1^ 
roquinoline-3*carboxylic acid: 

5 

[0168] 1 -(6-Amino-3.5-dif luoropyridin-2-yl)-6-chloro-6.7-cfif luoro-4-oxo-1 .4-dihydroquinoline-3-carboxylic acid (300 
mg) and 2-amino-1-propanol (400 mg) were added to pyridine (1,200 mg). and the mixture was stirred at 45*^0 for 16 
hours. Concentrated hydrochloric acid (600 mg) was added to the reaction mixture, and the resultant mixture was con- 
centrated under reduced pressure. Ethanol (2 ml) was added to the residue, and deposits were collected by filtration 
10 and washed with ethanol and diisopropyl ether in that order to obtain the title compound (1 68 mg) as a colorless pow- 
der. 

Melting point: 227-231 •»C. 
^H-NMR(d®-DMSO)8: 

75 

1.17(d.J=6Hz.3H). 3.47(m,2H). 4.05(m,1H), 5.78(d,J=8H2.1H), 6.78(brs.2H), 7.96(t.J==9Hz.1H). 
7.99(d,J=13H2,1H), 8.75(S,1H). 

Referential Example 37: 

20 

Synthesis of 8-chloro-6,7-dif luoro-H3,5-dif luoro-6-(2-hydroxyethylamino)pyridin-2-yl]-4-oxo-1 .4<lihydroquinoline-3- 
cart>oxylic acid: 

[01691 Ethyl 8-chloro-6.7<Jifluoro-1-[2.4<iifiuoro-5(2-hydroxyethylamino)pyridin-2-yl]-4-oxo-1.4-dihydroquinoline-3- 
25 carboxylate (0.91 g) was added to a mixed liquid (1 :1 , vA/; 4 ml) of 4N hydrochloric acid and acetic acid, and the mixture 
was stin^ed and ref luxed for 2 hours. After distilled water (2 ml) was added to the reaction mixture, it was allowed to cool. 
Deposits were collected by filtration and washed with 6N hydrochloric acid, ethanol and diisopropyl ether in that order 
to obtain the title compound (0.71 g) as a pale brown powder Melting point: 160-163**C. 

30 ^H-NMR(d^-DMSO)5: 

3.46(m,4H). 4.08(t.J=6Hz,1H). 7.20(m.1H), 7.80(t.J=10H2.1H). 8.39(t.J=9H2.1H). 8.93(S.1H). 
Example 53: 

35 

Synthesis of 8-chloro-6-f luoro-1 -[3.5Kiif luoro-6-(2-hydroxyethylamino)pyridin-2-yO-7-methylamino-4-oxo-1 ,4-dihydro- 
quinoline-3-carboxylic acid: 

[0170] 8-Chloro-6.7<lifluoro-1-[3.5-dffluoro-6-(2-hydroxyethylamino)pyridin-2-yn-4H)xo-1.4Kjihydroqu^^ 
40 boxylic add (250 mg) and an aqueous solution (about 40%; 3 g) of methylamine were added to isopropyl alcohol (4 ml), 
and the mixture was stirred at room temperature for 15 hours. The reaction mixture was concentrated under reduced 
pressure. A process of adding ethanol (2 ml) to the residue and then concentrating the mixture under reduced pressur 
was conducted twice repeatedly. Ethanol (2 ml) was added to the resultant residue, and deposits were collected by fil- 
tration and washed with ethanol and diisopropyl ether in that order to obtain the title compound (175 mg) as a pale 
45 brown powder. 

Melting point: 201 -205^0. 
^H-NMR (d^-DMSO) 6: 

50 3.13(dd.J=5H2,8H2.3H). 3.47(m.4H), 6.64(m,1H). 7.13(m.1H). 7.94(t.J=10H2.1H). 7.94(d.J=14H2.1H). 

8.63(S.1H). 

Example 54: 

55 Synthesis of 1 -(5-amino-2,4-dif luorophenyl)-6-f luoro-7-methylamino-8-methylthio-4-oxo-1 .4-dihydroquinoline-3-car- 
boxylic acid: 

[01 71 ] 1 -(5-Amino-2.4-dif luorophenyl)-6.7-drf luoro-8-methylthio-4-oxo-1 ,4-dihydroquinoline-3-carboxylic acid (50 mg) 
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was added to pyridine (100 mg). A 40% aqueous solution (120 mg) of methylamine was added, and the resultant mix- 
ture was stirred overnight at room temperature and for additional 2 days at 50^C. After the reaction mixture was allowed 
to cool, the solvent was distilled off under reduced pressure. Ethanol (1 ml) was added to the residue, and solids depos- 
ited were collected by filtration to obtain the title compound (25 mg) as a pale brown powder. 

Melting point: > 232^C (decomposed). 
''H-NMR(d^-DMSO)8: 

1.89(S.3H). 3.16(tJ=6Hz,3H). 5.37(brs.2H). 6.78-7.00(m,2H). 7.36(tJ=11H2.1H). 7.94{d.J=:13H2.1H). 
8.40(s,1H). 

Example 55: 

Synthesis of 1 -(5-amino-2,4-dif luarophenyl)-6-f luoro-8-methoxy-7-methylamino-4-axo-l .4-dihydroquinoline-3-carboxy- 
lic acid: 

[0172] Pyridine (200 mg) and a 40% aqueous solution (200 mg) of methylamine were added to 1-(5-amino-2.4-dif- 
luorophenyl)-6,7-difluoro-8-methoxy-4-oxo-1.4-dihydroquinoline-3-carboxylic acid (100 mg). and the mixture was 
stin-ed at 50*^0 for 25 hours. The solvent was distilled off, and ethanol was added to the residue. The resultant mixture 
was stin-ed. and solids were collected by filtration and washed with ethanol arKi diethyl ether to obtain the title com- 
pound (33 mg) as a yellow powder. 

Melting point: 225-227*^0. 
iH-NMR(d®-DMSO)8: 

3.02(U=5Hz.3H). 3.1 5(s,3H). 5.38(brs.2H). 6.41 (brs.1 H). 7.14(t. J=8Hz.1H). 7.31 (t. J=1 1 Hz.1 H). 
7.78(d. J=1 3HZ.1 H). 8.39(s. 1 H). 

Referential Example 38: 

Synthesis of 1-(5-amino-2.4-difluorophenyl)-8-chloro-6,7-difluoro-5-methyl-4-oxo-1 .4-dihydroquinoline-3-carboxyiic 
acid: 

[01731 12N Hydrochloric acid (10 ml) was added to ethyl 1-(5-amino-2,4-difluorophenyl)-8-chloro-6.7-difluoro-5- 
methyl-4-oxo-1.4-dihydroquinoline-3-carlx)xylate (400 mg). and the mixture was stirred overnight while heating under 
reflux. After the reaction nnixture was allowed to cool, solids deposited were collected by filtration and washed succes- 
sively with water and ethanol to obtain the title compound (230 mg) as a colorless powder. 

Melting point: 271-274"C. 
^H-NMR(d^-DMSO)6: 

2.83(d.J=3Hz.3H), 7.02(t.J==8Hz.1H), 7.42(t.J=11H2.1H). 8.61(s.1H). 
Example 56: 

Synthesis of 1 -(5-amino-2,4<lif luorophenyl)-8-chloro-6-f luoro-5-methyl-7-methylamino-4-oxo-1 ,4-dihydroquinoline-3- 
caitKSxylic acid: 

[0174] Pyridine (200 mg) and a 40% aqueous solution (160 mg) of methylamine were added to 1-(5-amino-2,4-dH- 
luorophenyl)-8-chloro-6.7-dif luoro-5-methyl-4-oxo-1 .4<iihydroquinoline-3-cart>oxylic acid (50 mg). and the mixture was 
stirred overnight at room temperature. The solvent and the like were distilled off under reduced pressure, and ethanol 
(0.5 ml) was added to the residue. Solids deposited were collected by filtration and washed with ethanol and diethyl 
ether to obtain the title compound (8 mg) as a colorless powder. 

Melting point: 239-246«»C. 
^H-NMR(d^-DMSO)6: 

2.75(d.J=3Hz.3H). 3.11(m,3H). 5.39(brs.2H), 6.57(brs.1H). 6.87(t.J=8Hz.1H). 7.37(t,J=11Hz,1H). 8.38(s,1H). 
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Example 57: 

Synthesis of 1 -(5-amino-2.4<fif luorophenyl)-6-chloro-8-f luoro-7-methylam^ .4-dihydroquinoline-3-cartx)xylic 
acid: 

£ 

[0175] Pyridine (200 mg) and a 40% aqueous solution (160 mg) of methylamine were added to 1-(5-amino-2.4-dff- 
luorophenyl)-6-chIoro-7.8-difluoro-4-oxo-1.4-dihydroquinoline-3-cartDoxylic acid (140 mg), and the mixture was stirred 
overnight at room temperature. The solvent and the like were distilled off under reduced pressure, and ethanol (0.5 ml) 
was added to the residue. Solids deposited were collected by filtration and washed with ethanol and diethyl ether to 
10 obtain the title compound (47 mg) as a colorless powder. 

Melting point: > 280^0. 
^H-NMR(d^-DMSO)6: 

75 2.98(t.J=6Hz.3H), 5.45(brs.2H). 6.43{brs.1H). 7.10(t.J=8H2.1H). 7.40(t.J=10Hz.1H), 8.05(s,1H). 8.47(s.1H). 

Referential Exarrple 39: 

Synthesis of l-(5-amino-2.4<JiflUorophenyl)-7-fluoro-6-methyl-4-oxo-1.4<lihydroqiarioline-3K»rlx>xy^ acid: 

20 

[0176] 12N Hydrochloric acid (5 ml) was added to ethyl 1-(5-tert-butoxycarbonylamino-2,4-difluorophenyl)-7-fluoro- 
6-methyl-4-oxo-1,4<lihydroquinoline-3-cartx)xylate (400 mg). and the mixture was stinred for 4 hours while heating 
under reflux. After the reaction mixture was allowed to cool, solids deposited were collected by filtration, washed suc- 
cessively with water and ethanol and dried to obtain the title compound (250 mg) as a pale yellow powder 

25 

Melting point: > 280"C. 
^H-NMR(d^-DMS0)6: 

2.42(s,3H). 7.02-7.1 1(m.2H). 7.51(t.J=11H2,1H). 8.37(d.J=8Hz.1H). 8.83(s.1H). 

30 

Example 58: 

Synthesis of 1-(5-amino-2.4-difluorophenyl)-6-methyl-7-methylamino-4-oxo-1 ,4-dihydroquinoline-3-carboxylic acid: 

35 [0177] Dimethyl sulfoxide (100 mg) and a 40% aqueous solution (50 mg) of methylamine were added to 1 -(5-amino- 
2.4-difluorophenyl)-7-fluoro-6-niethyI-4-oxo-1,4-dihydroquinoline-3-caTt>oxylic acid (30 mg), and the mixture was 
heated and stin-ed at AO**C for 3 days. The solvent and the like were distilled off under reduced pressure, and ethanol 
(0.5 ml) was added to the residue. The mixture was left to stand for 3 days, and solids deposited were collected by fil- 
tration and washed with ethanol and diethyl ether to obtain the title compound (1 1 mg) as a pale gray powder. 

40 

Melting point: > 280*^0. 
^H-NMR (d^-DMSO) 6: 

2.23(s.3H). 2.60(d.J=4H2,3H). 5.52(brs.2H). 579(s.1H). 6.06(br5.1H). 6.99-7. 10(m.1H). 7.50(t,J=11Hz.1H), 
45 7.95(s.1H),8.56(s.1H). 

Example 59: 

Synthesis of 1 -(5-amino-2,4-dif luorophenyl)-6-f luoro-5,8-dimethyl-7-methylamino-4-oxo-1 .4-dihydroquinoline-3-car- 
50 boxylic acid: 

[0178] Pyridine (300 mg) and a 40% aqueous solution (150 mg) of methylamine were added to 1-(5-amino-2.4-dif- 
luorophenyl)-6,7-difluoro-5.8-dimethyI-4-oxo-1.4-dihydroquinoline-3-carboxylic acid (110 mg), and the mixture was 
heated and stinred at 40''C for 8 days. The solvent and the like were distilled off under reduced pressure, and ethanol 
55 (0.5 ml) was added to the residue. The mixture was left to stand for 3 days, and solids deposited were collected by fil- 
tration and washed with ethanol and diethyl ether to obtain the title compound (20 mg) as a pale yeltow powder. 

Melting point: 247-253*»C. 
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^H-NMR(cI^.DMSO)i): 

1.63(S.3H), 2.73(S,3H). 2.99(tJ=:5Hz.3H). 5.43(brs.2H). 6.04(brs. 1 H). 6.85(tJ=8Hz,1H). 7.41(tJ=11Hz,1H). 
8.42(s,1H). 

Referential Example 40: 

Synthesis of 1-(5-amino-2,4KJIffluorophenyO-7-fiuoro-6-nfiethyl-8-n*rti^4-oxo-1,4<lihydrcx^ui^^ acid: 

[0179] 12N Hydrochloric acid (2 ml) was added to ethyl 1-(5-tert-biitoxycarbonylamino-2,4-difluorophenyl)-7-fluoro-6- 
methyl-8-nitro-4-oxo-l ,4-dihydroquinoline-3-cart>oxylate (270 mg), and the mixture was stirred for 2 hours while heating 
under reflux. After the reaction mixture was allowed to cool, solids deposited were collected by filtration, washed suc- 
cessively with water and ethanol and dried to obtain the titJe compound (140 mg) as a pale yellow powder. 

Melting point: 236-242«C. 
^H-NMR(d^.DMSO)6: 

2.49{dJ=2Hz.3H). 6.97(t.J=8H2,1H). 7.36(t.J=11H2.1H), 8.62(d.J=8H2.1H). 8.72(s.1H). 

Example 60: 

Synthesis of 1-(5-amino-2,4-difluorophenyl)-6-methyl-7-methylamino-8-nitro-4-oxo*1 .4<lihydroquinoline-3-carboKylic 

acid: 

[0180] Pyridine (500 mg) and a 40% aqueous solution (300 mg) of methytamine were added to 1-(5'aminO'2,4-dif- 
luorophenyl)-7-fluoro-6HTiethyl-8-nitro-4K)xo-1.4<lihydroquinoline-3-cartx)xylic acid (70 mg). and the mixture was 
heated and stirred overnight at 40**C. Dimethyl sulfoxide (10 drops) was added to the reaction mixture, followed by stir- 
ring at 40''C for 5 hours. The solvent and the like were distilled off under reduced pressure, and ethanol (0.5 ml) was 
added to the residue. Solids deposited were collected by filtration arxi washed with ethanol and diethyl ether to obtain 
the title compound (53 mg) as a yellow powder. 

Melting point: 238-24rC. 
^H-NMR(d^-DMSO) 6: 

2.34(s.3H). 2.68(s.3H). 5.40(brs.2H), 6.83(tJ=8H2,1H). 7.31(t.J=11Hz.1H). 8.12(s,1H). 8.40(s.1H). 
Referential Example 41 : 

Synthesis of ethyl 1-[5-(N-tert-l3utoxycarbonyl-N-methylamino)'2,4KJifluorophenyq-6,7<lifiuoro-8-nieth^^ 
dihydroquinoline-3-cartK>xytate: 

[0181] N.N-Dimethylfbrmamide (4 ml), potassium carbonate (0.6 g) and methyl iodide (0.6 g) were added to ethyl 1 - 
(5-tertH3utoxycarbonylamino-2,4Kiifluorophenyl)-6,7<lifluoro-8-methyM-oxo-1,4Kjihydroquinoline-^ (1.0 
g). and the mixture was stirred overnight at 60*^0. Ethyl acetate and water were added to the reaction mixture to collect 
an organic layer. After the organic layer was dried over anhydrous magnesium sulfate, the solvent was distilled off. Eth- 
anol was added to the residue, and solids deposited were collected to obtairi the title compound (41 0 mg) as a colorless 
powder. 

Melting point: 21 7-21 8*^0. 
^H-NMR(CDCl3) 8: 

1.34-1.50(m.12H). 1.81(d.J=3Hz.3H). 3.22(s.3H). 4.41(q,J=7H2,2H), 7.15(t.J=r9Hz,1H), 7.30-7.41 (m.lH), 
8.25(t.J=10Hz.1H). 8.34(s.1H). 
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Referential Example 42: 

Synthesis of 6,7<lifluoro-1-(2.4<Jifluoro-5-methylaminophenyI)-8-methyl-4K)xo-1,4<lihydr^ acid: 

5 [0182] 1 2N Hydrochloric add (4 ml) was added to ethyl 1 -[5-(N-tert-biJtoxycart)onyl-N-methylamino)-2,4-dif luorophe- 
nyl]-6,7<irfluoro-8-methyl-4-oxo-1.4-dihydroquinoline*3-carboxylate (400 mg). and the mixture was stirred for 3 days 
while heating under reflux. After the reaction mixture was allowed to cool, solids were collected by f atration, washed with 
ethanol and dried to obtain the title compound (240 mg) as a colorless powder. 

10 Melting point: 237.5-238**C. 
^H-NMR {d^-DMSO)5: 

1.85{d,J=3H2.3H), 2.70(S.3H). 7.12(t,J=8Hz,1H), 7.49(tJ=10Hz,1H). 8.27(d,J=10Hz,1H), 8.72(s.1H). 
75 Example 61 : 

Synthesis of 6'fluoro-1-(2,4<lifluoro-5-methylamiriophenyt)-8'methyl-7-methylamino-4-oxo-1.4<iihydroquino 
boxylic acid: 

20 [0183] Pyridine (300 mg) and a 40% aqueous solution (150 mg) of methylamine were added to 6.7-difluoro-1-(2.4- 
difluoro-5-methylaminophenyl)-8-methyl-4-oxo-1,4-dihydroquino!ine-3-carboxylic acid (80 mg), and the mixture was 
heated and stirred at 40*^0 for 3 days. After the reaction mixture was allowed to cool, diethyl ether was added, followed 
by stimng. A supernatant liquid was removed, and ethanol (1 ml) was added to the residue to disperse solids therein. 
The solids were collected by filtration and washed with ethanol and dried to obtain the title compound (20 mg) as a pale 

25 yellow powder. 

Melting point: 220-222^0. 
^H-NMR (d^-DMSO) 8: 

30 1.68(s.3H), 2.70{d.J=5Hz.3H). 3.02(t.J=6Hz.3H). 6.00(brs.1H), 6.07(brs,2H). 7.04(t.J=8H2,1H). 

7.45(t,J=l 1HZ.1H), 7.84(d.J=13Hz.1H), 8.59(s.1H). 

Example 62: 

35 Synthesis of 7-amino-1 -(5-amino-2,4-dif luorophenyl)-6-methoxy-8-methyl-4-oxo-1 .4-dihydroquinoline-3-cait)oxylic 
acid: 

[0184] 12N Hydrochloric acid (2 ml) was added to ethyl 7-amlno-1-(5-tert-butoxycartx)nylamino-2.4-difluorophenyl)- 
6-methQxy-8-methyM*oxo-1.4-dihydroquinoline-3-cartx>xylate. and the mixture was heated under reflux for 3 hours. 
40 After the reaction mixture was allowed to cool, solids deposited were collected by filtration, washed successively with 
water and ethanol and then dried to obtain the title compound (52 mg) as a yellow powder. 

Melting point: > 266**C (decomposed). 
^H-NMR(d^-DMSO)6: 

45 

3.98(s.3H). 6.99(t.J=8Hz.1H). 7.43(t,J=11H2.lH). 7.55(s.1H). 8.38(s.1H). 
Example 63: 

so Synthesis of 1 -(6-amino-2.4-dif luorophenyl)-6-f luoro-8-hydroxymethyl-7-methylamino-4-oxo-1 .4-dihydroquinoline>3- 
caft)oxylic acid: 

[0185] Pyridine (300 mg) and a 40% aqueous solution (150 mg) of methylamine were added to 1-(5-amino-2.4-dif- 
luorophehyl)-6.7<lifluorO'8-hydraxymethyl-4-oxo-1.4<iihydroquinoiine-3-cartx^ (100 mg). and the mixture was 

55 stired overnight at 40''C. The solvent and the like were distilled off. and diethyl ether was added to the residue. A super- 
natant liquid was removed, and ethanol was added to the resultant residue. Solids deposited were collected by filtration 
to obtain the title compound (34 mg) as a yellow powder. 
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Melting point: 243-248*'C. 
^H-NMR(d^-DMSO)6: 

3.07(m.3H). 4.11(d.J=12Hz,2H). 4.84(brs.1H). 5.42(brs.2H). 6.27(brs, 1 H), 7.01(t,J=8Hz,1H). 
5 7.35(t.J=10Hz,1H). 7.88(d.J=14Hz.1H). 8.41 (s.1H). 

Example 64: 

Synthesis of 1 -(5-amino-2,4<lifluorophenyO-8-methyl-7-methylamino-6-nitro-4-oxo-1 .4-dihydroquinoline-3-carboxylic 
10 acid: 

[0186] Pyridine (500 mg) and a 40% aqueous solution (300 mg) of methylamlne were added to 1-(5-amino;2,4-dif- 
luorophenyl)-7-fiuoro-8-methyl-6-nitro-4<)xo-l,4-dihydroquirioline-3-cartx)xylic acid (220 mg), and the mixture was 
stirred for 3 hours at 40*C and for 2 days at room temperature. Diethyl ether was added to the reaction mixture, followed 
75 by stirring. A supernatant liquid was removed, and acetic acid (3 drops) was added to the residue, followed by stirring. 
Solids deposited were recrystallized from ethanol and N.N-dimethytfbrmamide to obtain the title compound (190 nng) as 
a reddish brown powder. 

Melting point: 275-281^*0. 
20 ^ H-NMR (d^-DMSO) 6: 

1.75(s,3H). 2.80(d.J=3Hz,2H), 5.51(brs.2H). 7.02(tJ=8Hz,1H). 7.27(brs.1H), 7.45(d,J=11Hz,1H). 8.55(s,1H). 
8.66(s.1H). 

25 Example 65: 

Synthesis of 7-amino-1-(5-amino-2.4<lifluorophenyl)-8-melhyl-6-nitro-4-oxo-1.4<lihydroquinoline-3K»r^ acid: 

[0187] Pyridine (1 .0 mO and 28% aqueous ammonia (1 00 mg) were added to 1 '(5-amino-2,4-cfif luorophenyl)-7-f luoro- 
30 8-methyl-6-nrtro-4-oxo-1 .4-dihydroquinoline-3-carboxylic acid (100 mg). and the mixture was stirred at 50**C lor 2 days. 
Additional 28% aqueous ammonia (0.5 ml) was added, and the mixture was further stinted overnight at 50*C. Diethyl 
ether was added to the reaction mixture, followed by stirring. A supernatant liquid was removed, and ethanol was added 
to the residue. Solids deposited were collected by filtration and washed with ethanol to obtain the title compound (59 
mg) as a yellow powder. 

35 

Melting point: > 280**C. 
^H-NMR(d®-DMSO)6: 

1.70(s.3H). 5.48(brs.2H). 6.92(t.J=8Hz.1H), 7.39-7.58(m.3H), 8.26(S,1H). 8.87(s.1H). 

40 

Referential Example 43: 

Synthesis of 1 -(5-amino-2.4-dif luorophenyl)-7-f luoro-8-methyl-6-nitro-4-oxo-1 .4-dihydroquinoline-3-carboxylic acid: 

45 [0188] 1 2N Hydrochloric acid (1 0 ml) was added to ethyl 1 -5-(tert-butoxycarbonylamino-2.4-cfif luorophenyl)-7-f luoro- 
8-methyl-6-nitro-4-oxo-1,4-dihydroquinoline-3-carboxylate (2.0 g), and the mixture was stirred for 2.5 hours while heat- 
ing under reflux. After the reaction mixture was allowed to cool, solids deposited were collected by filtration, washed 
successively with water, ethanol and chloroform, and dried to obtain the title compound (1 .2 g) as a yellow powder. 

so Melting point: 250-252**C. 

^H-NMR(d^-DMSO)6: 

1.86(d,J=3Hz.3H), 7.11(t.J=8Hz.1H). 7.48(t.J=10Hz.1H). 8.71(s,1H). 8.92(d,J=8Hz,1H). 

55 
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Exanple 66: 

Synthesis of 1-(5-amirv>-2.4<frfiuorophenyl)-7-ethylamlno-8-methyl-6-nitro-4-o^ .4-dihyciroquinoline-3-carboxylic 
acid: 

5 

[0189] Pyridine (300 mg) and a 70% aqueous solution (1 50 mg) of ethylamine were added to 1 -(5-amino-2.4-dif luor- 
ophenyi}-7-fluoro-8*methyl-6-nitro-4-oxo-1.4-dilTydroquinoline-3-cart)Oxylic add (110 mg). and the mixture was stirred 
at 50°C for 3 hours. Diethyl ether was added to the reaction mixture, followed by stirring. A supernatant liquid was 
removed, and solids deposited were recrystaliized from N,N-dimethylformamide. The solids were collected by filtration 
10 and washed with ethanol to obtain the title compound (75 mg) as a reddish brown powder. 

Melting point: 250-254*'C. 
"•H-NMR (d^-DMSO) 6: 

15 1.34-1.50(m,3H), 1.75{s.3H). 3.73-3. 86(m,2H). 5.47(brs,2H). 7.25-7.37(m.2H), 7.42(t.J=11H2.1H). 8.29(s,1H). 

8.71 (s.lH). 

Referential Example 44: 

20 Synthesis of ethyl 1 -(5-amino-2,4-dif luorophenyl)-8-chloro-6,7-dif luoro-5-methyl-4-oxo-1 ,4-dthydroquinoltne-3-cartx>xy* 
late: 

[0190] Acetic anhydride (613 mg) and triethyl orthoformate (453 mg) were added to ethyl 3-chloro-2.4,5-trifluoro-6- 
methylbenzoylacetate (600 mg). and the mixture was heated under reflux for 1 hour. After the reaction mixture was 

25 allowed to cod. the reagents and the tike were distilled off under reduced pressure. Toluene was additionally added to 
the residue to conduct azeotropic distillation. Chloroform (3 ml) was added to the residue, and a solution of N-tert-t>utox- 
ycart>onyl-2.4-difluoro-m-phenylenediamine (490 mg) in chloroform (5 ml) was added dropwise to the resultant mixture, 
followed by stirring at room temperature for 10 minutes. The solvent in the reaction mixture was distilled off. and the res- 
idue was subjected to column chromatography on silica gel to obtain an oily compound (1.1 g) from a fraction eluted 

30 with a 1 :10 mixture of ethyl acetate and hexane. Potassium cart)onate (270 mg) was added to a solution of the whole 
amount of the thus-obtained compound in N.N*dimethylfbrmamide (5 ml), and the mixture was stirred overnight at room 
tenperature. Ethyl acetate and water were added to the reaction mixture to collect an organic layer. After the organic 
layer was dried over anhydrous magnesium suKate. the solvent was distilled off. The resultant residue was sut)jected to 
column chromatography on silica gel to obtain the title compound (430 mg) as a pale brown amorphous substance from 

35 a fraction eluted with a 1 :2 mixture of ethyl acetate and hexane. 

''H-NMR(CDCl3)5: 

1.37(t.J=7H2,3H). 1.51(S.9H), 2,88(d.J=3H2,3H). 4.38(q.J=7Hz.2H), 6.78(brs.1H), 7.05(t,J=10Hz.1H). 8.28- 
40 8.34(m.2H). 

Referential Example 45: 

Synthesis of ethyl 7-azido-1-(5-tert-butoxycarlx>nylamino-2,4<lifluorophenyl)-8K;hloro-6-fluoro-5-methyl-4-oxo-1,4^ 
45 dihydroquinoline-3-cartx>xylate: 

[0191] Sodium azide (500 mg) was added to a solution of ethyl 1-(5-tert-butoxycartx>nylamino-2.4-difluorophenyl)-8- 
chloro-6,7-difluoro-5-methyl-4-oxo-1 ,4-dihydroquinoline- 3-carboxylate (2 g) in N.N-dimethyltormamide (20 ml), and the 
mixture was heated and stirred at 70''C for 4 hours. After water and ethyl acetate were added to the reaction mixture, 
so and an organic layer was collected and dried over anhydrous magnesium sulfate, the solvent was distilled off. The res- 
idue was subjected to column chromatography on silica gel to conduct elutlon with chloroform, thereby obtaining the 
title compound (1.75 g) as a brown oil. 

^H-KIMR (CDCy 6: 

55 

1.37(t.J=7Hz.3H). 1.51(s.9H). 2.86(d.J=3Hz.3H). 4.38(q.J=7Hz.2H), 6.77(brs.lH). 7.02(dd.J=9Hz.10Hz,1H). 
8.13-8.25(m,2H). 
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Referential Example 46: 

Synthesis of ethyl 7-amino-1-(5-tert-lxitoxyrart3onylamino-2.4Kjifluorophenyl)-8<:hloro-6-^ 
dihydroquinoline-3-carboxylate: 

[0192] Palladium hydroxide-carbon (1 80 mg) was added to a solution of ethyl 7-a2ido-1 -(5-tert-butoxycarbonylamino- 
2,4<jifluorophenyl)-8K;hloro-6-fluoro-5-methyl-4-oxo-1,4<lihydroquinoline-3-c»^ (1.75 g) in methanol (9 ml), 
and the mixture was stirred at room temperature for 2.5 hours in a hydrogen atmosphere. The catalyst was removed by 
filtration through a membrane filter, and the solvent in the filtrate was distilled off under reduced pressure. The residue 
was subjected to column chromatography on silica gel to conduct elution with chloroform, thereby obtaining the title 
compound (1 .75 g) as a brown oil. 

''H-NMR(CDCl3) 6: 

1.37(t.J=7H2.3H). 1.50(s.9H). 2.83(d,J=3H2.3H). 4.37(brs.2H). 4.65(brs.2H). 6-75(brs.1H). 7.01(t.J=10H2.1H), 
8.07-8.25(m.2H). 

Example 67: 

Synthesis of 7-amino-1-(5-amino-2,4-dif luorophenyl)-8-chloro-6-fluoro-5-methyl-4-oxo-1 .4-dihydroquinoline-3-carboxy- 
lic acid: 

[0193] 12N Hydrochloric acid (5 ml) was added to ethyl 7-amino-1-(5-tert-butoxycarbonylamino-2.4<Jifluorophenyl)- 
8-chloro-6-fluoro-5-methyl-4-oxo-1,4-dihydroquinoline-3-carboxyiate (1.75 g). and the mixture was stirred overnight 
while heating urKler reflux. After the reaction mixture was allowed to cool, it was neutralized with a 20% aqueous solu- 
tion of sodium hydroxide, and solids deposited were collected by filtration. The solids were washed with ethanol and 
dried to obtain the title compound (570 mg) as a pale brown powder. 

Melting point: > 280*0. 
^H-NMR(d^-DMSO)S: 

2.75(d.J=3H2.3H). 5.40(brs,2H). 6.85-7.00(m.3H), 7.37(t.J=11H2.1H). 8.39(s.1H). 
Example 68: 

Synthesis of 1 -(5-amino-2.4-dif luorophenyl)-8-chloro-6-f luoro-7-(2.2,2-trifluoroethylamino)-4-oxo-1 ,4-dihyclroquinorme- 
3-carboxylic acid: 

[0194] 2,2.2-Trlfluoroethylamine (50 mg) and (uridine (300 ml) were added to l-(5-amino-2,4-difluorophenyl)-8- 
chloro-6.7-difluoro-4-oxo-1.4-dihydroquinoline-3-cart)Oxylic acid (110 mg). and the mixture was stirred at 40"C tor 2 
days. Additional 2.2,2-trifluoroethylamine (50 mg) was added, and the mixture was stirred at 40'*C for 2 days. Diethyl 
ether was added to the reaction mixture, followed by stirring. A supernatant liquid was removed, and solids deposited 
were collected by filtration and washed with ethanol to obtain the title compound (90 mg) as a colorless powder. 

MeHing point: 240-24^0. 
^H-NMR(d^-DMSO)i>: 

4.19-4.36(m,2H), 5.46(brs.2H). 6,94-7.08(m.2H). 7.39(t.J»1 1 Hz.l H). 8.07(d.J=14H2,1 H). 8.51 (s.1 H). 
Example 69: 

Synthesis of 7-(N-2-aminoethyl-N-methylamino)-1-(5-amino-2.4-difluorophenyl)-8-chloro-6-fluoro-4-oxo-^ .4-dihydro- 
quinoline-3-carboxylic acid: 

[0195] N-Methylenediamine (1 7 mg) and triethylamine (35 mg) were added to acetonrtrile (5 ml), to which 1-(5-amino- 
2.4-difluorophenyl)-8-chloro-6.7-difluoro-4-oxo-1.4-dihydroquinoline-3-carboxylic acid (100 mg) was added with heat- 
ing and stirring at 60**C. The resultant mixture was heated under reflux for 2 hours as it was. After the reaction mixture 
was allowed to cool, solids deposited were collected by filtration arxJ washed with ethanol and diethyl ether to obtain the 
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title compound (40 mg) as a pale brown powder. 

Melting point: 186-194*'C (decomposed). 
iH-NMR(d^-DMSO) 6: 

5 

2.33(S.3H). 2.79{br,2H). 5.45(brs.2H). 6.96(t,1H), 7.37(t,J=11Hz.1H), 7.96(d.J=14H2.1H). 8.44(s.1H). 
Example 70: 

10 Synthesis of 5-amino- 1 -(5-anfiino-2.4-dlf !uorophenyl)-8-chloro-6-f luoro-7-methylamino-4-oxo-1 ,4-dihydroquinoline-3- 
carlaoxylic acid: 

[01 96] 5-Amino-1 -(5-aminO'2.4-dif luorophenyl)-8-chloro-67-dif luoro-4*oxo-1 .4-dihydroquinoline-3-cartx>xylic acid 
(100 tdq) and a methylamine solution (82 mg) were added to pyridine (1 ml), and the iraxture was heated and stirred at 
IS SO^'C for 4 days. After the reaction mixture was allowed to cool, it was concentrated under reduced pressure. Ethanol 
was added to the residue, and solids were collected by filtration and washed with diethyl ether to obtain the title com- 
pound (63 mg) as a brown powder. 

Melting point: 246-255''C (decomposed). 
20 ^H-NMR (d^-DMSO) 6: 

3.08(s.3H). 5.38(brs.2H), 6.25(brs,1H). 6.87(m.1H). 7.34(m.1H). 8.24(s.1H). 
Exanple 71 : 

25 

Synthesis of 1-(5namino-2,3.4-trifiuorophenyl)-8-chloro-6-fluoro-7-methylamino-4-oxo-1 ,4-dihydroquinoline-3-carboxy- 
lic add: 

[0197] 1-(5-Amino-2,3,4-trifluorophenyl)-8-chloro-6.7-dffluoro-4-oxo-1 .4-dihydroquinoIine-3-cartx)xylic acid (100 mg) 
30 and a 40% methylamine solution (88 mg) were added to pyridine (1 ml), and the mixture was stirred at room tempera- 
ture for 2 hours. The reaction mixture was concentrated under reduced pressure, and ethano! was added to the residue. 
Solids were collected by filtration and washed with diethyl ether to obtain the title compound (55 mg) as a yellow pow- 
der. 

35 Melting point: 238-24 1 ""C. 
^H-NMR (d®-DMSO) 8: 

3.35(s.3H). 5.80(s.2H). 6.68(brs,1H). 6.79(m.1H). 7.98(d.J=14Hz.1H). 8.57(s,1H). 
40 Exanple 72: 

Synthesis of 7-amino-1-(5-anitno-2,3,4-trifluorophenyl)-8-chloro-6-fluoro-4-oxo-1.4-dihydroquinoline-3-cartK>xy^ acid: 

[0198] Ethyl 1-(5-tert-l>utoxycarbonylamino-2,3,4-trifluorophenyl)-8-chloro-6,7-difluoro-4-oxo-1 .4-dihydroquinoline-3- 
45 carboxylate (300 mg) was added to dimethyl sulfoxide (5 ml), and sodium azide (44 mg) was added portionwise to the 
mixture. The nuxture was stirred overnight at room temperature and heated arxJ stirred for 4 hours at 60°C. After the 
reaction mixture was allowed to cool, ethyl acetate was added thereto. The resultant mixture was washed 3 times with 
water, dried over anhydrous magnesium sulfate and then concentrated under reduced pressure. Diethyl ether was 
added to the residue, and solids were collected by filtration to obtain ethyl 7-azido-1-(5-tert-butoxycarbonylamino-2.3.4- 
£0 trifluorophenyl)-8-chtoro-6-fluoro-4-oxo-1 ,4-dihydroquinoline-3-carboxylate (200 mg). 

[0199] This compound (200 mg) was added to methanol (5 ml), and an acetic acid solution of palladium hydroxide- 
carbon (5 mg) was added to the mixture to conduct stirring at room temperature for 3 hours in a hydrogen atmosphere. 
The catalyst was removed by filtration through a membrane fitter, and the filtrate was concentrated under reduced pres- 
sure. Concentrated hydrochloric acid (4 ml) and acetic acid (1 ml) were added to the residue, and the mixture was 
55 heated under reflux overnight. After the reaction mixture was allowed to cool, it was concentrated under reduced pres- 
sure. Ethanol was added to the resultant residue to conduct concentration under reduced pressure again. Diethyl ether 
was added to the residue, and solids were collected by filtration to obtain the title compound (140 mg) as a pale brown 
powder. 
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Melting point: 166-17rC (decomposed). 
^H-NMR(d^-DMSO)6: 

6.83(m,1H). 7.96{d,J=11Hz.1H). 8.58(s.1H). 

Example 73: 

Synthesis of 1 -(5-amino-2,4-dif luorophenyO-8-ch!oro-7-ethylamino-6-f luoro-4-oxo-1 ,4-dilTydroquinoline-3-carboxylic 
acid: 

[0200] Pyridine (200 mg) and a 40% aqueous solution (250 mg) of methylamine were added to V{5-amino-2.4-dtf- 
luoro|3henyl)-8-chloro-6.7-difluoro-4-oxo-1.4-dihydro quinoline-3-cartx)xyilc acid (100 mg), and the mixture was heated 
and stirred overnight at 70*^0. The solvent was distilled off under reduced pressure, ethanol (2 ml) was added to the res- 
idue, and solids were collected by filtration to obtain the title compound (87 mg) as an orange powder. 

Melting point: 252-255<*C. 
^H-NMR(d^-DMSO)6: 

1 .03-1 .09(m,3H). 3.36-3.51 {m,2H). 5.45(s.2H). 6.58-6.64(m,1 H), 6.97-7.04(m,1 H). 7.35-7.43(m.1 H). 
7.98(d.J=14H2,1H). 8.46(5. 1H). 

Example 74: 

Synthesis of 1-(5-amino-2.4<lifluorophenyO-84luoro-7-methylamino-4-oxo-1,4-dihydroquinoline-3-cart)Oxylic acid: 

[0201] A 40% aqueous solution (1 00 mg) of methylamine and 1 -(5-amino-2.4-dif luorophenyl)-7.8-dtfluoro-4-<»co-1 ,4- 
dihydroquinoline-3-carboxylic acid (100 mg) were added to pyridine (2 ml), and the mixture was stirred at room temper- 
ature for 2 hours. The solvent was distilled off under reduced pressure, ethanol (2 ml) was added to the residue, and 
solids were collected by filtration to obtain the title compound (40 mg) as an orange powder. 

Melting point: > 300°C (decomposed). 
''H-NMR(d^-DMSO)6: 

2.83(d.J=4Hz.3H). 5.44(s.2H), 6.88(brs.1H). 7.07-7. 13(m.2H). 7.40(t.J=10Hz.1H). 8.07(d.J=9Hz.1 H). 
8.45(S.1H). 

Example 75: 

Synthesis of 1 -(5-amino-2.4-difluorophenyl)-8-chloro-6-f luoro-7-(2-hydrQxy-n-propylamino)-4-oxo-1 .4-dihydroquino- 
line-3-cart>oxylic acid: 

[0202] 1-(5-Amino-2.4<lifluorophenyl)-8-chloro-6,7-difluoro-4-oxo-1,4-dihydroquinoline-3-carboxylic acid (150 mg) 
and 1-amino-2-propanol (150 mg) were added to pyridine (500 mg), and the mixture was stirred at 45°C for 16 hours. 
The reaction mixture was concentrated under reduced pressure. A process of adding ethanol (2 ml) to the residue and 
then concentrating the mixture under reduced pressure was conducted twice repeatedly. Concentrated hydrochloric 
acid (1 50 mg) was added to the residue, and the mixture was concentrated under reduced pressure. Ethanol (1 ml) was 
added to the resultant residue, and deposits were collected by filtration and washed with ethanol and diisopropyl ether 
in that order to obtain the title compound (157 mg) as a pale brown powder. 

Melting point: 233-236**C. 
^H-NMR(d^-DMSO) 5: 

1 .05(d.J=6Hz.3H), 3.45(m.2H). 3.77(m,1 H), 6.27(br, 1 H). 6.98(t.J=8Hz.1 H), 7.39(t,J=:1 1 Hz.1 H). 
7.98(d.J=14Hz.1H). 8.47(s.1H). 
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Example 76: 

Synthesis of 1-(6-amino-3,5<iifluoropyrdin-2-yI)-8-chloro-6-fluoro-7-(3-hydroxy-n-propy^ .4-dihydroquin- 
otine-3-cartX3xyltc acid: 

5 

[0203] 1 -(6-Amino-3.5<jrfluoropyrkjin-2-yl)-chloro^6 J<lifluoro-4-oxo-1 .4<jihydrc^ acid (150 

mg), 3-amino-1-propanol (75 mg) and triethylamine (110 mg) were added to pyridine (400 mg), and the mixture was 
stirred at 40°C for 65 hours. The reaction mixture was concentrated under reduced pressure. A process of adding eth- 
anol (2 ml) to the residue and then concentrating the mixture under reduced pressure was conducted twice repeatedly. 
10 Concentrated hydrochloric acid (100 mg) was added to the residue, and the mixture was concentrated under reduced 
pressure. Ethanol (1 .5 mi) was added to the resultant residue, and deposits were collected by filtration and washed with 
ethanol and diisopropyt ether in that order to obtain the title compound (85 mg) as a pale yellow powder. 

Melting point: 136-142*0. 
75 - "'H-NMR(d^-DMSO)8: 

1.71(m.2H). 3.48(m.2H), 3.59(m.2H). 4.64(brs.1H). 6.68(m,1H). 6.77(br5.2H). 7.96(t.J=9H2.1H). 
7.97(d.J=14H2.1H), a72(s.1H). 

20 Example 77: 

Synthesis of 7-a!lylamino-1 -(6-amino-3.5-dif luoropyridin-2-yl)-8-chloro-6-f luoro-4-oxo-1 ,4-dihydroquinoline'3-carboxy* 
lie acid: 

25 [0204] 1-(6-Amino-3,5-difluoropyridin-2-yl)-8-chloro-6.7-difluoro-4-oxo-1 ,4-dihydroquinoline-3-cark>oxylic acid (150 
mg). allylamine (35 mg) and triethylamine (300 mg) were added to pyridine (400 mg). and the mixture was stirred for 2 
hours at 40''C and for 63 hours at room temperature. The reaction mixture was concentrated under reduced pressure. 
A process of adding ethanol (2 ml) to the residue and then concentrating the mixture under reduced pressure was con- 
ducted twice repeatedly. Ethanol (1 .5 ml) was added to the resultant residue, and deposits were collected by filtration 

30 and washed with ethanol and diisopropyt ether in that order to obtain the title compound (100 mg) as a pale brown pow- 
der. 

Melting point: 205-208^0. 
^H-NMR (d®-DMSO)6: 

35 

4.10(m.2H). 5.07(m.2H). 5.92(m,1H), 6.77(brs.2H). 6.87(m,1H), 7.95(d.J=r14Hz.1H). 7.97(J=10H2,1H). 
8.72(s.1H). 

Example 78: 

40 

Synthesis of 1 -(6-anfiirio-3,5<Jif luoropyridin-2-yl)-8<hloro-6-f !uoro-4-oxo-7-(pyrrolicHn-3-y^^ 
3-carbQxylic acid: 

[0205] 1 -(6-Amino-3,5-dif luoropyridin-2-yl)-8-chloro-6,7-dif luoro-4-oxo-1 .4-dihydroquinoline-3-carboxylic acid (200 
"fs mg), 3-amino-1 -benzylpyrrolidine (97 mg) and triethylamine ( 1 60 mg) were added to pyridine (600 mg), and the mixture 
was stinted for 26 hours at room temperature and for 15 hours at 60**C. The reaction mixture was concentrated under 
reduced pressure. A process of adding ethanol (3 ml) to the residue and then concentrating the mixture under reduced 
pressure was conducted twice repeatedly. Acetic acid (2 ml) and 10% palladium-cartx>n (25 mg) were added to the 
resultant residue to conduct hydrogenation for 20 hours at 45''C and for 21 hours at room temperature. After the catalyst 
50 was separated by filtration and washed with acetic acid, the filtrate and washings were concentrated under reduced 
pressure. A process of adding ethanol (3 ml) to the residue and then concentrating the mixture under reduced pressure 
was conducted twice repeatedly. Ethanol (2 ml) was added to the resultant residue, and deposits were collected by fil- 
tration and washed with ethanol and diisopropyl ether in that order to obtain the title compound (1 15 mg) as a pale 
brown powder. 

55 

Melting point: 243-248^0 (decomposed). 
^H-NMR (d^-DMSO) 6: 
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1.75(m,2H). 2.07(m.1H). 2.85-3.07{m.4H). 4.43(m.1H). 5.92(m.1H). 6.77(brs.2H). 7.96(tJ=9hl2,1 H). 
7.99(d.J=14Hz.1H). 8,69(S.1H). 

Example 79: 

5 

Synthesis of l-(5-amino-2,4<lif!uorophenyO-8-chloro-6-fluoro-7-(3,3.34rifluoro-2-hydrox^^ ,4-dihy- 
drcxiuinoline-S-carboxylic acid: 

[0206] 1 -(5-Amino-2,4-difluorophenyl)-8-chloro-6,7-drfluoro-4-csxo-1 ,4-dihydroquinoline-3-carboxylic add (150 mg), 1 - 
10 amino-3,3,3-trifluoro-2-propanol (120 mg) and triethylamine (120 mg) were added to pyridine (400 mg), and the mixture 
was stirred for 20 hours at room temperature and for 6 hours at eo^'C. The reaction mixture was concentrated under 
reduced pressure. A process of adding ethanol (3 ml) to the residue and then concentrating the mixture under reduced 
pressure was conducted twice repeatedly Concentrated hydrochloric acid (l 50 mg) was added to the residue, and the 
mixture was concentrated under reduced pressure. Ethanol (2 ml) was added to the resultant residue, and deposits 
75 were collected by filtration and washed with ethanol and diisopropyl ether in that order to obtain the title compound (1 53 
mg) as a colorless powder. 

Melting point: 134-138''C. 
iH-NMR(d^-DMSO)5: 

20 

3.67(m.1H). 3.79(m.1H). 4.17(m.1H), 6.55(brs.1 H). 7.00(t.J=8Hz.1H). 7.40(tJ=10H2,1H). 8.02(d.J=14H2.1H), 
8.49(5.1 H). 

Example 80: 

Syntiiesis of 1-{6-amino-3,5-difluoropyridin-2-yl)-8-chloro-6-fluoro-7-(2-metiioxy€thylamino)-4-oxo-1 .4-dihydroquino- 
line-3-carboxylic acid: 

[0207] 1-(6-Amino-3,5-difluoropyridin-2-yl)-8-chloro-6,7-difluoro-4-oxo-1 ,4-dihydroquinoline-3-cartx)xylic add (140 
30 mg). 2-methoxyethylamtne (40 mg) and triethylamine (200 mg) were added to pyridine (400 mg). and the mixture was 
stirred for 4 hours at 40^*0 and for 65 hours at room temperature. The reaction mixture was concentrated under reduced 
pressure. Ethanol (2 ml) was added to the residue, and the mixture was then concentrated under reduced pressure. 
Ethanol (1 ml) was added to the resultant residue, and deposits were collected by filtration and washed with ethanol and 
diisopropyl ether in that order to obtain the titie compound (1 10 mg) as a colorless powder. 

35 

Melting point: 178-179*0. 
^H-NMR(d®-DMSO)6: 

3.23(s.3H), 3.41(m.2H). 3.65(m.2H). 6.45(m.1H). 6.78(brs.2H). 7.96(t.J=9Hz.1H). 7.97(d.J=:14Hz.1H), 
40 8.73(S.1H). 

Example 81: 

Synthesis of 1 -(6-amino-3,5<lifluoropyridin-2-yl)-8-chloro-6-fluoro-7-(2.3-dihydroxy-n-propylamino)-4-oxo-1 ,4-dihydro- 
45 quinoline-3-cartx)xylic acid: 

[0208] 1-(6-Amino-3,5-difluoropyridin-2-yl)-8-chloro-6.7-difluoro-4-oxo-1 ,4-dihydroquinoIine-3-cartx)xylic add (150 
mg). 3-amino-1.2-propanediol (45 mg) and triethylamine (150 mg) were added to pyridine (500 mg). and tiie mixture 
was stirred at 50*6 for 18 hours. The reaction mixture was concentrated under reduced pressure. A process of adding 
so thanol (2 ml) to the residue and then concentrating the mixture under reduced pressure was conducted twice repeat- 
edly Concentrated hydrochloric acid (60 mg) was added to the residue, and the mixture was concentrated under 
reduced pressure Ethanol (1.5 ml) was added to the resultant residue, and deposits were collected by filtration and 
washed with ethanol and diisopropyl ether in that order to obtain the title compound (107 mg) as a colorless powder. 

55 Melting point: 166-169**C. 
^H-NMR(d^-DMSO) 6: 

3.65(m,2H). 4.74(brs.1H). 5.03(br.1H). 6.23(m.1H). 6.77(brs.2H). 7.96(t.J=9H2.1H), 7.97(d.J=14H2,1H). 
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8.73(S.1H). 
Example 82: 

s Synthesis of 5-arnino-1 -(6-amtno-3.5<irf luoropyridin-2-yl)-8-chlorc>641uoro-7-m .4-dihydroquinoline-3' 
carboxylic acid: 

[0209] 5-Amino-H6-amino-3,5<Jifluoropyridin-2-yl)-8K:hlorc>-67<lifluoro-4-oxo-1.4-dihydr^ 
acid (150 mg) and a methanol solution (about 28%; 200 mg) of sodium methoxide were added to methanol (2 ml), and 
10 the mixture was stirred at 45*^0 for 3 days. Acetic add (80 mg) was added to the reaction mixture, and the mixture was 
heated under reflux for 1 hour. After the reaction mixture was allowed to cool, deposits were collected t>y f ilti-ation and 
washed with methanol and diisopropyl ether in that order to otnain the title conrpound (122 mg) as a yellow powder. 

Melting point: 230-232^0 (decomposed). 
75 ^H-NMR (d^-DMSO) 6: 

4.00{d.J=3Hz.3H). 6.73(brs,2H), 7.91(t.J=9Hz,1H). 8.62(s,1H). 

Example 83: 

20 

Synthesis of 7-allylamino-1 -(5-amino-2.4-dif luorophenyl)-8-chloro-6-f luoro-4-Qxo-1 .4-dihydroquinoline-3-carboxylic 
acid: 

[0210] 1-(5-Amirio-2,4<fifluorophenyl)-8-chloro-6,7<iifluoro-4-OKO-1,4<lihydroquinoline-3-cartx^ acid (100 mg) 
25 and allylamine (120 mg) were added to pyridine (300 mg), and the mixture was stirred for 3 hours at 40^*0 and for 16 
hours at room temperature. The reaction mixture was concentrated under reduced pressure. A process of adding eth- 
anol (2 ml) to the residue and then concentrating the mixture under reduced pressure was conducted twice repeatedly. 
Ethanol (1 ml) was added to the resultant residue, and deposits were collected by filtration and washed with ethanol and 
diisopropyl ether in that order to otjtain the titie compound (67 mg) as a pale brown powder. 

30 

Melting point: 187-190*C. 
"^H-NMR (d®-DMSO) 6: 

4.10(m.2H). 5.05(m,2H). 5.45(brs.2H), 5.92(m,1H). 6.85(brt.1H), 6.99(t.J=9H2,1H). 7.39(t.J=11H2.1H), 
35 7.98(J=14Hz.1H). 8.46(S,1H). 

Example 84: 

Synthesis of l-(5-amirK)'2.4<tifluorophenyl)-8-chloro-6^luoro-7-(3-hydrcKy-n-propylamino)-4-oxo-1 ,4-dihydroquino- 
40 line'3-cartx)xylic acid: 

[021 1 ] 1 -(5-Amino-2,4-dif luorophenyl)-8-chloro-6.7<lifluoro-4-oxo-1 ,4-dihydroquinoline-3-carboxylic acid (1 50 mg), 3- 
amino-1i3ropanol (75 mg) and triethylamine (200 mg) were added to pyridine (350 mg). and the mixture was stirred at 
45**C for 43 hours. The reaction mixture was concentrated under reduced pressure. A process of adding ethanol (2 ml) 
45 to the residue and then concentrating tiie mixture under reduced pressure was conducted twice repeatedly. Concen- 
trated hydrochloric acid (120 mg) was added to the residue, and the mixture was concentrated under reduced pressure. 
Ethanol (1 ml) was added to the resultant residue, and deposits were collected by filtration and washed with ethanol and 
diisopropyl ether in that order to obtain the titie conrpound (80 mg) as a colorless powder. 

so ^H-NMR (d^-DMSO) 5: 

1.70(m.2H). 3.47(m,2H). 3.59(m.2H), 6.68(br.1H), 6.99(tJ«9H2.1H). 7.39(t,J=11H2.1H), 7.98(J=14H2,1H). 
8.46(S.1H). 

55 
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Example 85: 

Synthesis of 1 -(6-amino-3,5<Jif luoropyridin-2-yl)-8-chloro-7-(ethoxycaitonylrn^^ .4Klihydro- 
qijinoline-3-cartx>xylic acid: 

5 

[0212] 1-(6-Amirio-3.5-difluoropyridin-2-yl)-8-chloro-6,7-difluoro-4-oxoO ,4-dihydroquinollne-3-carix)xylic acid (200 
mg). glycine ethyl ester hydrochloride (135 mg) and triethylamine (450 mg) were added to pyridine (1 .000 mg). and the 
mixture was stirred at room temperature for 15 hours. The reaction mixture was concentrated under reduced pressure. 
A process of adding ethand (2 ml) to the residue and then concentrating the mixture under reduced pressure was con- 
10 ducted 4 times repeatedly. Ethanol (1 ml) and distilled water (1 ml) were added to the resultant residue, and deposits 
were collected by filtration and washed with ethanol and diisopropyl ether in that order to obtain an about 1 :1 mixture 
(106 mg) of the title compound and 1-(6-amlno-3.5-difluoropyridin-2- yl)-8-chloro-6.7-difluoro-4-oxo-1,4-dihydroquino- 
line-3-carboxylic acid, which is the raw material, as a colorless powder. 

75 ^H-NMR(d^-DMSO)6: 

1.19(t,J=7H2.3H). 4.14(q.J=7Hz.2H). 4.27(t.J=6Hz.2H). 6.80(brs.1H). 6.97{t.J=6H2.1H). 7.96{d,J«14Hz.lH), 
8.00(t.J=9H2.1H). 8.75(s.1H). 

20 Example 86: 

Synthesis of 1 -(5-amino-2,4-difluorophenyl)-6-f luoro-7-(2-hyroxyethylamino)-8-methyl-4-oxo-1 ,4-dihydroquinoline-3- 
carboxylic acid: 

25 [0213] l-(5-Arnino-2.4-difluorophenyl)-6,7-difluoro-8-methyl-4-oxo-1.4-dihydroquinoline-3-carboxylic add (500 mg), 
monoethanolamine (41 0 mg) and N-methylpynolidine (1 70 mg) were added to pyridine (1 ,500 mg), and the mixture was 
stin-ed at 90**C for 71 hours. The reaction mixture was concentrated under reduced pressure. A process of adding eth- 
anol (1 .5 ml) to the residue and then concentrating the mixture under reduced pressure was conducted 3 times repeat- 
edly. The resultant residue was subjected to column chromatography (silica gel: 15 g, eluerrt; chloroform:methanol = 

30 50:1 -> 10:1). Ethanol (0.5 ml) was added to a concentrate of a fraction containing a main product, and the mixture was 
stined at room temperature Deposits formed were collected by filtration and washed with ethanol and diisopropyl ether 
in that order to obtain the title compound (62 mg) as a brown powder. 

Melting point: lee-iea^'C. 
35 ^ H-NMR (d^-DMSO) 8: 

1.74(s,3H). 3.40(m,2H). 3.50(m.1H). 4.76(t.J=5Hz,1H). 5.48(brs,2H), 5.80(m,1H). 6.96(t.J=8Hz,1H). 
7.43{t.J=11Hz.1H). 7.85(d=13Hz,1H). 8.49(s.1H). 

40 Referential Example 47: 

Synthesis of ethyl 2,4,5-trifluoro-3-isopropyloxy-benzoylacetate: 

[021 4] 2.4,5-Trif luoro-3-hydroxybenzoic acid (4.0 g) was added together with isopropyl iodide (4. 7 g) to a mixed liquid 
45 of distilled water (10 ml) and ethanol (20 ml), in which sodium hydroxide (1 .83 g) had been dissolved. The mixture was 
stirred and heated under reflux for 23 hours. The reaction mixture was concentrated under reduced pressure. The 
r sultant residue was acidified with concentrated hydrochloric acid, and water (25 ml) was added to conduct extraction 
twice with chloroform (26 ml). A collected chloroform layer was dried over anhydrous magnesium sulfate and then con- 
c ntrated under reduced pressure. The resultant residue was subjected to column chromatography (silica gel: 75 g, etu* 
so ent; chloroform: methanol :acetic add = 500:20:1) to obtain 2.4,5-trifluoro-3-isopropyloxybenzoic acid as a solid residue. 
[021 5] The whole amount of this compound was dissolved in dichloromethane (5 ml), and oxalyl chloride (1 ml) and 
N.N-dimethylformamide (1 drop) were added to the solution. The mixture was stirred overnight and then concentrated 
under reduced pressure. On the other hand, magnesium powder (760 mg) was added to ethanol (1 ml), and carbon tet- 
rachloride (60 was further added, followed by stining. A solution of diethyl malonate (5.2 g) in a mixed liquid of tet- 
55 rahydrofuran (16 ml) and ethanol (1 ml) was added dropwise to the reaction mixture at such a rate that the reaction 
mixture moderately ref luxed. After completion of the addition, the mixture was heated under reflux for 1 hour. A third of 
the reaction mixture was chilled to -eO^'C. to which a sdution with the above-obtained residue of the add chloride dis- 
solved in tetrahydrofuran (5 ml) was added dropwise. The temperature of the resultant mixture was given back to room 
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temperature to concentrate it under reduced pressure. Concentrated hydrochloric acid (1.5 ml), distilled water (10 ml) 
and chloroform (20 ml) were added to the resultant residue to conduct liquid separation. A chbroform layer was con- 
centrated under reduced pressure. p-Toluenesulfonic add monohydrate (150 mg) was added together with distilled 
water (10 ml) to the resultant residue, and the mixture was stirred at SO^'C for 9 hours. The reaction mixture was allowed 
5 to cool and extracted with chloroform (50 ml). A chloroform layer was washed with a 2% aqueous solution (10 ml) of 
sodium hydrogencart^onate, dried over anhydrous magnesium sulfate and then concentrated urKler reduced pressure 
to obtain the title compound (2.9 g) as a yellow oil. 

Referential Example 48: 

10 

Synthesis of ethyl l -[5-(tert4xjtQxycartx)nylamino)-2.4<lifluorophenyl]-6J<lifluoro-8-isoF^^ 
quinoline-3-cart>oxytate: 

[0216] Ethyl 2,4,5-trtfluoro-3-isopropyloxyt>enzoylacetate (2.9 g) was stined together with ethyl orthoformate (2.4 g) 
75 and acetic anhydride (2.8 g) at lAO^'C for 1 hour while removing distillate. The reaction mixture was concentrated under 
reduced pressure at the same temperature. After the residue was allowed to coot, a process of adding toluene (10 ml) 
to the residue and then concentrating the mixture under reduced pressure was conducted twice repeatedly. Ethyl 3- 
ethoxy-2-(2.4,5-trif luoro-3-isopropyloxybenzoyl)acrylate obtained as the residue was dissolved in chloroform (20 ml). N- 
(tert-Butoxycartx)nyl)-2,4-dif luoro-m-phenylenediamine (900 mg) was added to a half of this solution. The resultant mix- 
20 ture was concentrated under reduced pressure. Anhydrous potassium carbor^te (1.3 g) arxJ N.N-dimethylfornriamide 
(2.5 ml) were added to the resultant residue, and the mixture was stirred at 90°C for 10 minutes. The reaction mixture 
was allowed to cool, and chloroform (50 ml) and distilled water (300 ml) were added to conduct liquid separation. A chlo- 
roform layer was washed twice with distilled water (300 ml), dried over anhydrous magnesium sulfete and then concen- 
trated under reduced pressure. Deposits were dispersed in ethanol. collected by filtration and washed with ethanol to 
25 obtain the title compound (1 .18 g) as a pale yellow powder. 

Melting point: 194-197*0. 

Referential Example 49: 

30 

Synthesis of 1-(5-amino-2,4-difluorophenyl)-6.7-difluoro-8-iscpropyloxy-4*oxo-1.4-dihydroquinoline-3-cari^ add: 

[021 7] Ethyl 1 -[5-(tert-butoxycarbonylamino)-2.4-dif luorophenyl]-6.7-difluoro-8-isopropyloxy-4-oxo-1 .4-dihydroquino- 
line-3-cartx)xylate (530 mg) were added to a mixed liquid of 4N hydrochloric acid (2 ml) and acetic add (2 ml), and the 
35 mixture was stirred and heated under reflux for 50 minutes. The reaction mixture was concentrated under reduced pres- 
sure. Deposits were dispersed in ethanol. collected by filtration and washed with ethanol and diisopropyl ether in that 
order to obtain the title compound (285 mg) as a pale brown powder. 

Melting point: 217-222*0. 
40 ^H-NMR (d^-DMSO) 6: 

0.84(d,J=6H2.3H). 0.88(d,J=6Hz.3H), 7.10(t,J=8H2.1H). 7.36(tJ=1 IH2.IH), 8.08(t=10Hz.1H), 8.56(s.1H). 

Example 87: 

45 

Synthesis of 1 -(5-amino-2,4-clif luorophenyl)-6-f luoro-8-isopropyloxy-7-methylamino-4-oxo-1 .4-dihydroquinoltne-3-car- 
boxylic acid: 

[0218] 1 -(5-Amino-2.4-dif luorophenyl)-6,7-dif luoro-8-isopropyloxy-4-oxo-1 .4-dihydroquinoline-3-carboxylic acid (100 
50 mg) was added to a 40% aqueous solution (2.1 g) of methylamine. and the mixture was left to stand for 24 hours at 
about 55*0. The reaction mixture was concentrated under reduced pressure. Diisoproi^l ether (0.5 ml) was added to 
the residue, and deposits were separated by filtration. The filtrate was concentrated under reduced pressure. Ethanol 
(about 0.1 ml) was added to the resultant residue, and the mixture was left to stand. Deposits were collected by filtration 
and washed with ethanol and diisopropyl ether in that order to obtain the title compound (60 mg) as a pale brown pow- 
55 der. 

Melting point: 232-236*0 (decomposed). 
^H-NMR(d®-DMSO)6: 
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0.72(d.J=6H2.3H), 0.82(d,J=6Hz,3H). 3.01 (m.3H), 3.90(m.1H). 5.38(brs.2H). 6.14(m.1H). 7.13(t.J=8H2.1H). 
7.30(t.J=11H2.1H). 7.77(d=13H2.1H). 8.39(s.1H). 

Example 88: 

5 

Synthesis of 1-(5-amino-2.4<lrffluorophenyO-8-methyl-64luoro-7-(3-hydroxy-fvpropylamino)-4^^ .4-dihydroquino- 
line-3-carboxylic acid: 

[0219] 1-(5-ArrBno-2.4Kiifluorophenyl)-8-methyl-67-dtfluoro-4-oxo-1,4<Iihydroquinoline-3-<^^ add (500 mg). 

10 3-amino-1-propcinol (400 mg) and N-methylpyrrolidine (170 mg) were added to pyridine (1,500 mg). and the mixture 
was stirred at 70''C lor 15 hours. Since the raw material were not dissolved. N.N-dimethytformamide (1 ml) was added 
to the mixture, followed by stirring at 70^*0 for 43 hours. The reaction mixture was concentrated under redLK:ed pressure. 
A process of adding distilled water (1 ml) to the residue and then concentrating the mixture under reduced pressure was 
conducted 3 times repeatedly Another process of adding toluene (1.5 ml) to the resultant residue and then concentrat- 

75 ing the mixture under reduced pressure was conducted 3 times repeatedly A further process of adding ethanol (1 .5 ml) 
to the resultant residue and then corx^entrating the mixture under reduced pressure was conducted 3 times repeatedly. 
Ethanol (1 ml) was added to the resultant residue, and the mixture was heated under reflux for 5 minutes and allowed 
to cool. Deposits were collected by filtration and washed with ethanol and diisopropyl ether in that order to obtain the 
title compound (155 mg) as a colorless powder. 

20 

Melting point: 221-224*'C. 
^H-NMR(d^-DMSO)5: 

1.67(m.2H). 1.71(s.3H). 4 60(t.J=5Hz.1H). 5.50(brs.2H). 5.99(m.1H). 6.98(tJ=8H2.1H). 7.43(t.J=11H2.1H). 
25 7.85(d=13H2.1 H). 8.49(s.1 H). 

Example 89: 

Synthesis of 1 -(6-amino-3.5-dif luoropyridin-2'yl)-8*bromo-6-f luoro-7-(2-hydrcKyethylamino)-4-Qxo-1 .4-dihydroquino- 
30 line-3-caiboxylic acid ethanolamine salt 

[0220] 1 -(6-Amino-3.5-dif luoropyridin-2-yI)-8-lxomo-6.7-dif luoro-4-oxo-1 ,4-dihydroquinoline-3-cartx>xylic add (350 
mg) and ethanolamine (350 mg) were added to pyridine (1 .400 mg). and the mixture was stirred at 50°C for 3.5 hours. 
The reaction mixture was concentrated under reduced pressure. A process of adding ethanol (2 ml) to the residue and 
35 then concentrating the mixture under reduced pressure was conducted 3 times repeatedly. Ethanol (1 ml) was added 
to the resultant residue, and deposits were collected by filtration and washed with ethanol and diisopropyl ether in that 
order to obtain the title compound (151 mg) as a colorless powder. 

Melting point: 189-192*^0 (decomposed). 
40 ^H-NMR(d^-DMSO)6: 

2.63(m.2H). 3.39(m.2H). 3.56(brs.4H). 4.90(brs.1H). 6.03(m.1H). 6.73(brs,2H). 7.93(t,J=9H2.1H). 
7.94(d.J=14Hz.1H). 8.51(s.1H). 

45 Example 90: 

Synthesis of (S)-1 -(5-amino-2.4-dif luorophenyl)-8-chloro-6-f luoro-7-(2-hydroxy-n-propyiamino)-4-oxo-1 ,4-dihydroquin- 
oline-3-carboxylic acid: 

50 [0221] 1-(5-Amino-2,4<Jifluorophenyl)-8-chloro-6,7<iifluoro-4-oxo-1.4<lihydroquinoline-3-carlx)xylic acid (150 mg) 
and (S)-1-aminO'2-propanol (150 mg) were added to pyridine (450 mg). and the mixture was stirred at 55^C for 2.5 
hours. The reaction mixture was concentrated under reduced pressure. A process of adding ethanol (2 ml) to the resi- 
due and then concerrtrating the mixture under reduced pressure was conducted twice repeatedly. Concentrated hydro- 
chloric acid (150 mg) was added to the resultant residue, and the mixture was concentrated under reduced pressure. 

55 Ethanol (1 ml) was added to the resultant residue, and deposits were collected by filtration and washed with ethanol and 
diisopropyl ether in that order to obtain the title compound (147 mg) as a colorless powder. 

Melting point: 225-226''C. 
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^H-NMR (d^-DMSO) 6: 

1.06(d.J=6H2.3H). 3.45(m.2H), 3.77(m.lH). 4.91(m.1H). 5.45(brs.2H). 6.27(m,1H). 6.98(W=8H2,1H), 
7.39(t.J=11H2.1H). 7.98(d=14H2.1H). a47{s.lH). 

5 

Example 91 : 

Synthesis of {R)0 -(5-amino-2,4Hlif luorophenyl)-8-chloro-64luoro-7-(2-hydroxy-ni3ro^ 
oiine-3-cart30xyiic acid: 

10 

[0222] l-(5-Amino-2.4KJHIuorophenyl)-8-chloro-6J<lrfluoro-4-oxo-l.4<lihydrc^ acid (150 mg) 

and (R)-l-amino-2-propanol (150 mg) were added to pyridine (450 mg). and the mixture was stirred at 55**C for 2.5 
hours. The reaction mixture was concentrated under reduced pressure. A process of adding eihanol (2 ml) to the resi- 
due and then concentrating the mixture under reduced pressure was conducted twice repeatedly. Concentrated hydro- 
75 chloric acid (150 mg) was added to the resultant residue, and the mixture was concentrated under reduced pressure. 
Ethanol (1 ml) was added to the resultant residue, and deposits were collected by filtration and washed with ethahol and 
diisopropyl ether in that order to obtain the title compourKi (164 mg) as a colorless powder. 

Melting point: 224-226*»C. 
20 '•H-NMR (d^-DMSO) 8: 

1.06(d,J=6H2.3H). 3.46(m,2H). 3.77(m.1H). 4.91(t.J=4H2.1H), 5.45(brs,2H), 6.27(m.1H), 6.98(t.J=8Hz.1H). 
7.39(t.J=11H2,1H). 7.98(d=14H2,1H), 8.47(s,1H). 

25 Example 92: 

Synthesis of ethyl 1-(2.4-difluoro-5-melhoxyphenyl)-6-fluoro-8-methyl-7-nitro-4-oxo-1 ,4-dihydroquinoline-3-cart)Oxy- 
late: 

30 [0223] 2.4-Difluoro-5-methoxyaniline monohydrobromide (780 mg) and a solution of triethylamine (328 mg) in chloro- 
form (10 ml) were added dropwise to a solution of ethyl 3-ethoxy-2-(2'.5'-difluoro-3*-methyi-4'-nitroben2oyl)acrylate (2.0 
g) in chloroform (10 ml) at 0**C. After the mixture was stirred for 10 minutes, the solvent and the like were distilled off. 
Anhydrous potassium carbonate (510 mg) was added to a solution of the whole amount of the residue in N.N-dimeth- 
yHormamide (1 0 ml), and the mixture was stirred at 70**C for 5 hours. Ethyl acetate and water were added to the reaction 

35 mixture to collect an organic layer. After the organic layer was dried over anhydrous magnesium sulfate, the solvent was 
distilled off. Ethanol was added to the residue to disperse it therein, and filtration was conducted to obtain the title com- 
pound (660 mg) as a pale yellow powder. 

Melting point: 248-25a'C. 
40 ""H-NMR (CDCI3) 6: 

1 .40(tJ=7Hz.3H), 1 .83(s,3H), 3.92(s.3H). 4.40(q.J=7Hz.2H). 6.69(t,J=8Hz,1 H). 7.16(t,J=10Hz.1 H). 
8.31(t=9H2.1H). 8.40(s.1H). 

45 Example 93: 

Synthesis of ethyl 7-amino-1-(2,4-difluoro-5-methoxyphenyl)-64luoro-8-methyl-4-oxo-1.4<lihydroquinoline-3-cart)Oxy- 
late: 

so [0224] Acetic acid ( 1 0 ml) and iron powder (720 mg) were added to ethyl 1 -(4-f luoro-2-methyl-5-nitrophenyl)-6-f luoro- 
8-methyl-7-nitro-4-oxo-1.4-dihydroquinoline-3- carboxylate (660 mg). and the mixture was stirred at 90*^0 for 110 min- 
utes. The catalyst in the reaction mixture was removed by filtration through Celite, and the solvent in the residue was 
distilled off. Chloroform and water were added to the resultant residue to collect an organic layer After the organic layer 
was dried over anhydrous magnesium sulfate, the solvent was distilled off. Ethanol was added to the residue to disperse 

S5 it therein, and filtration was conducted to obtain the title compound (420 mg) as a pale yellow powder. 

Melting point: 232-235**C. 
^H-NMR (CDCI3) 6: 



55 

BNSDOCID: <EP 0945435A1_I_> 



EP0945 435 A1 



1.39(l.J=7H2.3H). 1.66(s.3H), 3.88(s,3H). 4.23(brs.2H). 4.38(q.J=:7H2.2H). 6.91(U=:8Hz,1H). 
7.10(U=10Hz,lH). 8.06(d.J=11H2,1H). 8.28(s.1H). 

Example 94: 

5 

Synthesis of 7-amino-1-(2,4<iffluoro-5-hydroxyphenyl)-6-fluoro-8-me%l-4<>xo-1.4<^ acid: 

[0225] 48% hydrobromic add (3 ml) and acetic acid (2 ml) were added to ethyl 7-amtno-1-(2.4-difluoro-5-methoxy- 
phenyl)-6-fluoro-8-methyl-4-oxo-1.4-dihydroquinorme-3-cartx)xylate (420 mg), and the mixture was stirred for 2 days 
ID while heating under reflux. After the reaction mixture was allowed to cool, solids deposited were collected by filtration. 
The solids were washed with water, ethanol and diethyl ether in that order and dried to obtain the title conrpound (108 
mg) as a pale brown powder. 

Melting point: > 280*C. 
15 ^H-NMR(d^-DMSO)6: 

1.6l(s,3H). 6.50(t.J=8H2,1H), 7.61(t.J=11H2.1H). 7.84(d.J=11Hz,1H). 8.50(s,1H). 

Referential Example 50: 

20 

Synthesis of ethyl 1-(4-fluoro-2-nriethytphenyl)-6-fluoro-8-methyl-7-nitro-4-oxo-1,4<lihydroquinolin 

[0226] A solution of 4-f luoro-2-methylaniline (about 1 g) in chloroform (5 ml) was added dropwise to a solution of ethyl 
3-ethQxy-2-(2'.5'-difluoro-3'-methyl'4'-nitroben2oyl)acrylate (2.0 g) in chloroform (10 ml) at room temperature (white 

25 confirming the disappearance of the acrylate by tic). After the mixture was stirred for 10 minutes, the solvent and the 
like were distilled off. Potassium cart>onate (800 mg) was added to a solution of the whole amount of the residue in 
dimethylformamide (3 ml), and the mixture was stirred at 1 10**C for 20 minutes. Chloroform and water were added to 
the reaction mixture to collect an organic layer. After the organic layer was dried over anhydrous magnesium sulfate, 
the solvent was distilled off. Ethanol was added to the residue to disperse it therein, and filtration was conducted to 

30 obtain the title compound (1 . 1 g) as a pale yellow powder. 

Melting point: 207-209«C. 
^H-NMR(CDCl3) 6: 

35 1.41(t,J=7Hz.3H), 1.68(s.3H). 2.12(s.3H), 4.41(q,J=7H2.2H). 7.06-7.20(m,2H), 7.35(dd.J=5Hz.9Hz.1H), 8.31- 

8.41 (m.2H). 

Example 95: 

40 Synthesis of ethyl 1 -(4-f luoro-2-methyl-5-nitrophenyl)-6-f luoro-8-methyl-7-nitro-4-oxo- 1 .4-dihydroquinorme-3-cartx)xy- 
late: 

[0227] Ethyl 1-(4-fluoro-2-methylphenyl)-6-fluoro-8-methyl-7-nitro-4-oxo-1,4-dihydroquinoline-3-carboxylate (1.1 g) 
was added to concentrated sulfuric add (10 ml), and potassium nitrate (330 mg) was added to the mixture under ice 
45 cooling. The resultant mixture was stirred at room temperature for 4 days. The reaction mixture was poured into ice 
water and extracted with chloroform. A chloroform layer was dried over anhydrous magnesium sulfate, and the solvent 
was distilled off to obtain the title compound (1.1 g) as a pale yellow amorphous substance. 

^H-NMR(CDCl3) 8: 

50 

1.40(t.J=7H2.3H), 1.71(s.3H), 2.23(s,3H). 4,39(q.J=7Hz,2H). 7.42(d.J=11Hz,1H). 8.20-8.40(m.3H). 
Example 96:. 

55 Synthesis of ethyl 7-amino-1 -(5-amino-4-f luoro-2-methylphenyl)-6-f luoro-8-nf>ethyl-4-oxo-1 .4-dihydroquinoline-3-car- 
boxyiate: 

[0228] Acetic acid (1 0 ml) and iron powder (1 .6 g) were added to ethyl 1 -(4-f luorO'2-methyl-5-nitrophenyl)-6-f luoro-8- 
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methyl-7-nitro-l .4-dihydro-4-oxoquinoline-3- cartxwylate (1 1 g), and the mixture was stirred overnight at 90*»C. The cat- 
alyst in the reaction mixture was removed by filtration through Celite, and the solvent in the residue was distilled off. The 
resultant residue was purified by column chromatography on silica gel (chlorofbrm:methanol « 20:1) to obtain the title 
compound (230 mg) as a yellow amorphous substance. 

5 

^H-NMR(d®-DMSO)5: 

1.25(t.J=7Hz.3H). 1.48(S.3H). 1.92(s,3H). 3.37(brs,2H), 4.19{q.J=7H2.2H). 5.95(brs.2H). 7.40(tJ=11H2,1H). 
7.75(t,J=11Hz.1H). 8.01(dJ=7H2,1H). 8.13(s.lH). 

10 

Example 97: 

Synthesis of 7-amino-1 -(5-amino-4-fluoro-2-methylphenyl)-64iuoro-8-methyl-4-oxo-1 ,4-dihydroquinoline-3-cartx>xylic 
acid: 

IS 

[0229] 12N Hydrochloric acid (2 ml) was added to ethyl 7-amino-1-(5-amino-4-fluoro-2-methylphenyl)-6-fluoro-8- 
methyl-4-oxo-1 .4-dihydroquinoline-3-cart>oxylate (230 mg). and the mixture was stirred for 3 hours while heating under 
reflux. After the reaction mixture was allowed to cool, sdids deposited were collected by filtration. The solids were 
washed with water, ethanol and diethyl ether in that order and dried to obtain the title compound (42 mg) as a pale yel- 
20 low powder. 

Melting point: > 240'*C. 
^H-NMR (d^-DMSO) 8: 

25 1.57(s.3H), 1.79(s.3H). 5.44(brs.2H). 6.41(brs.2H). 6.82(t.J=9Hz.1H). 7.12(t,J=12H2.1H), 7.86(d.J=11H2.1 H). 

8.29(S.1H). 

Referentied Example 51 : 

30 Synthesis of 3,4.6-trifluoro-2-methoxy-5-methylbenzoic acid: 

[0230] n-Butyliithium (1 .69 M hexane solution; 30 ml) was added dropwise to a solution of diisopropylamine (7.7 ml) 
in tetrahydrofuran (30 ml) at -70*C under purging with nitrogen, and the mixture was stirred at -70°C for 15 minutes. A 
solution of 3.4.6-triftuoro-2-methoxybenzoic acid (5 g) in tetrahydrofuran (40 ml) was added dropwise to the reaction 

35 mixture at the same temperature, and the resultant mixture was stined for 15 minutes. Methyl iodide (6 ml) was added 
dropwise to the reaction mixture at the same temperature, and the mixture was left to stand to room temperature as it 
was. and then stirred overnight. The solvent was distilled off. Diethyl ether and water were added to the residue to con- 
duct liquid separation. A water layer was acidified with concentrated hydrochloric acid and extracted with diethyl ether. 
An organic layer was dried over anhydrous magnesium sulfate, and the solvent and the like were distilled off to obtain 

40 the title compound (3.6 g) as a red oil. 

''H-NMR (CDCI3) 5: 

2.21 (S,3H). 4.05(S,3H). 

45 

Referential Example 52: 

Synthesis of ethyl 1-(5-tert-butoxycartxjnylamino-2.4-difluorophenyl)-6,7Klifluoro-5-methoxy*8-methyl-4-oxo-1,4^^ 
roquinoline-3-cartx>xylate: 

so 

[0231] Ethyl 2.4,5-triffluoro-2-methoxy-5-methylbenzoylacetate (1.9 g) was synthesized from 2,4,5-trif!uoro-2-meth- 
oxy-5-methyll>enzoic add (3.6 g) in accordance with a method known perse in the art. 

[0232] Acetic anhydride (1 .8 g) and triethyl orthoformate (1 .2 g) were added to benzoyl acetate (1 .9 g). and the mix- 
ture was heated under reflux for 70 hours. After the reaction mixture was allowed to cool, the reagents and the like were 
55 distilled off under reduced pressure. Chloroform (10 ml) was added to a half of the resultant residue, and a solution of 
N-tert-butoxycartx)nyl-4.6<lifluorophenylenediamine (910 mg) in chloroform (10 ml) was added dropwise to the result- 
ant mixture, followed by stirring at room temperature for 20 minutes. The solvent in the reaction mixture was distilled off 
to otrtain an aminoacrylate derivative. 
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[0233] Potassium carbonate (520 mg) was added to a solution of the whole amount of the aminoacrylate derivative 
in N.N-dimethylformamide (5 ml), and the mixture was stirred at 80^C for 90 minutes. Ethyl acetate and water were 
added to the reaction mixture to collect an organic layer. After the organic layer was dried over anhydrous magnesium 
sulfate, the solvent was distilled off. Ethanot was added to the residue to collect solids deposited, thereby obtaining the 
5 title compound (630 mg) as a pale yellow powder. 

Melting point: 193-194*>C. 
^H-NMR (CDCI3) 8: 

10 1 .40(t.J=7H2.3H), 1 .51 (S.9H). 1 .71 (d,J=3H2,3H). 4.1 1 (s.3H). 4.38(q,J=7H2,2H), 6.78(brs.1 H). 

7.08(t.J=10H2,1H). 8.20(S.1H). 8.20-8.30(m,2H). 

Referential Example 53: 

75 Synthesis of 1 -(5-am}no-2.4-difluorophenyl)-6,7-difluoro-5-hydroxy-8-methyl-4-oxo-1 .4-dihydroquinoIine-3-cartx)xylic 
acid: 

[0234] 12N Hydrochloric acid (2 ml) was added to ethyl 1-5-(tert-buloxycarbonylamino-2.4-drfluorophenyl)-6.7-dif- 
luorO'5-methoxy-8-methyl-4-oxo-1,4-dihydroquinoline-3-cartx>xylate (600 mg), and the mixture was heated and stirred 
20 at 100**C for 2 hours. The reaction mixture was allowed to cool, and solids deposited were collected by filtration and 
washed with ethanol to obtain the title compound (280 mg). 

Melting point: > 280*'C. 
^H-NMR (d^-DMSO) 6: 

25 

1.69(d,J=3H2.3H). 5.55(brs.2H). 7.04(t,J=8H2.1 H). 7.45(t.J=11H2.1H). 8.58(S.1H). 
Example 98: 

30 Synthesis of 1 -(5-amino-2,4-dif luorophenyO-6-f luoro-5-hydroxy-8-methyl-7-methylamino-4-oxo-l .4KJihydroquinoline-3- 
carboxylic acid: 

[0235] Pyridine (300 mg) and a 40% aqueous solution (300 mg) of methylamine were added to 1-(5-amino-2,4-dif- 
luorophenyl)-6.7-difluoro-5-hydroxy-8-methyl-4-oxo-1.4-dihydroquinoline-3-cartx>xylic acid (100 mg), and the mixture 
35 was stirred at SO^'C for 2 days. Acetic acid (1 drop) and ethanol (1 ml) were added to the reaction mixture, and the sot- 
vent was distilled off. Methanol was added to the residue, and solids were collected by filtration to obtain the title com- 
pound (33 mg) as a brown powder. 

Melting point: > 28CrC. 
40 1 H-NMR (d^-DMSO) 6: 

1.54(s.3H). 3.00-3.10(m,3H). 5.47(brs.2H). 6.12(brs.1H). 6.91(t.J:=8H2,lH). 7.42(t.J=11H2.1H). 8.39(S.1H). 
Example 99: 

45 

Synthesis of 1-(5-amino-2,4-difluorophenyl)-6-fluoro-7-methoxy-8-methyl-4-oxo-1 ,4<lihydroquinoline-3-cart)oxylic add: 

[0236] Methanol (500 mg) and sodium methoxide (28% methanol solution: 200 mg) were added to 1 -(5-amino-2.4- 
difluorophenyl)-6.7-difluoro-8-methyl-4-Qxo-1.4-dihydroquinoline-3-carboxylic acid (350 mg). and the mixture was 
50 heated and stirred at 40**C for 2 days. Acetic acid (2 drops) was added to the reaction mixture to collect solids by filtra- 
tion. The solids were washed with ethanol and dried to obtain the title compound (290 mg) as a pale yellow powder. 

Melting point: > 280^C. 
^H-NMR(d^-DMSO)6: 

55 

1.83(d.J=3H2.3H). 3.92(s,3H). 5.51(brs.2H), 7.02(t.J=:9H2,1H), 7.42(t.J=1 1H2.1H), 8.05(d.J=11H2,1H). 
8.51 (S.1H). 
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Referential Example 54: 

Synthesis of ethyl 1 -{5-tert-butoxycarbonylamino-2,4<Jif luorophenyl)-6 J<Jifluoro-8-{trim€*hyl^ ,4- 
dihydroquinoline-3-carboxylate: 

5 

[0237] Ethyl 1-(5-tert-t)utoxycartx)nylamino-2,4<iifluorophenyl)-8-brorno-67<lifluoro-4-oxo-1,4<li 
cartDoxylate (6 g). tributylstannyltrimethylsilylacetylene (6 g) and tetrakis(triphenylphosphine)palladium (0.4 g) were 
added to dry toluene (30 ml). This suspension was heated under reflux overnight in a nitrogen atmosphere. After the 
temperature of the reaction mixture was given back to room temperature, the solvent was distilled off under reduced 
10 pressure. Ethyl acetate was added to the residue, and the mixture was washed with water. After an organic layer was 
collected and dried over anhydrous magnesium sulfate, the solvent was distilled off under reduced pressure. The result- 
ant residue was subjected to column chromatography on silica gel (silica 240 cc/chloroform) to obtain the title com- 
pound (4.6 g) as a colorless powder. 

IS Melting point: 198-199**a 

^H-NMR (CDCI3) 6: 

0.09(s,9H), 0.92(tJ=7Hz.3H). 1.51(s,9H), 4.39(q.J=7Hz,2H), 6.77(brs,1H). 7.01(tJ=9H2.1H), 8.32{s,1H). 
8.29-8.36(m.2H). 

20 

Referential Example 55: 

Synthesis of 1 -(54eii43utQxycart>oriylarTiino-2.4<iif luorophenyl)-6 J<lif luoro-8-ethynyl-4-Qxo-1 .4-dihydroquinoline-3- 
carboxylic acid: 

25 

[0238] Ethyl 1 -(5-tert-butoxycarlx)nylamino-2.4<lif luorophenyl)-67<lif luoro-8-(trimethylsilylethynyI)-4-oxo- 1 .4-dlhyd- 
roquinoline-3-carboxylate (750 mg) was dissolved in tetrahydrofuran (6 ml). IN Sodium hydroxide (2 ml) was added to 
this solution, and the mixture was stirred overnight at room temperature. After the reaction mixture was aadified with 
citric acid and then extracted with chloroform. An organic layer was dried over anhydrous magnesium sulfate, and the 
30 solvent was then distilled off under reduced pressure to obtain the title compound (240 mg) as a colorless powder. 

"•h-NMR (CDCI3) 6: 

1.51(S.9H), 3.44(s.1H), 6.83(brs.1H), 7.06(t.J=9Hz.1H). 8.40-8.43(m.2H), 8.65(s,1H). 

35 

Refeirential Example 56: 

Synthesis of 1-(5-amino-2.4<lifluorophenyl)-8-ethynyl-6J<liftuoro-1.4<iihydro-4K>xoquinoline-3-c^ add: 

40 [0239] 1 -(5-tert-ButoxycartX)nylamino-2.4-difluorophenyl)-8-ethynyl-6,7-dif luoro-4-oxo-1 .4-dihydroquinoline-3- car- 
boxylic acid (240 mg) and anisole (10 mg) were dissolved in trrfluoroacetic acid (4 ml), and the solution was stirred over- 
night at room temperature. After trif luoroacetrc add was distilled off under reduced pressure, ethyl acetate was added 
to the residue. The mixture was washed with an aqueous solution of sodium hydrogencarbonate and water in that order. 
After an organic layer was dried over anhydrous magnesium sulfate, the solvent was distilled off under reduced pres- 

45 sure. The resultant residue was subjected to column chromatography on silica gel (silica 240 cc/chloroform) to obtain 
the title compound (130 mg) as a brown powder. 

Melting point: > 223^0 (decomposed). 
^H-NMR(d^-DMSO)6: 

so 

4.92(s.1H). 5.47(br5.2H). 7.06(t.J=8Hz.1H). 7.34(t.J=11H2.1H). 8.41(t,J=10H2,1H), 8.71(s.1H). 
Example 100: 

55 Synthesis of 1 -(5-amino-2.4-dif luorophenyl)-8-ethynyl-6-f luoro-7-methylamino-4-oxo-1 ,4-dihydroquinoline-3-cartx)xylic 
acid: 

[0240] 1-(5-Amino-2.4-difluorophenyl)-8- ethynyl-6,7-difluoro-4-oxo-1,4-dihydroquinoline-3-carboxylic acid (40 mg) 
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was dissolved in pyridine (0.3 ml), and a 40% methylamine solution (1 ml) was added to this solution, followed by stirring 
at room temperature for 5 hours. The solvent was distilled off under reduced pressure, and diethyl ether was added to 
the residue. Solids were collected by filtration to obtain the title compound (30 mg) as a brown powder. 

s Melting point: 208-209''C. 

^H-NMR (d^-DMSO)5: 

3.1 5(t J=6H2,3H). 4.70(s.1 H). 5.38(brs.2H). 6.47{brs. 1 H), 6.97(t, J=8H2. 1 H). 7.29(t J=1 1 Hz.l H), 
7.94(d.J=14H2.1 H). 8.44(S.1H). 

10 

Example 101: 

Synthesis of 7-amino-1-(5-amlno-2.4-difluorophenyl)-8-chloro-6-f luoro-4-oxo-1 .4-dihydroquinoline-3-amldocartx)xylic 
acid: 

75 

[0241] Ethyl 1 -(5-amlno-2.4-difluorophenyl)-8-chloro-6.7<lifluoro-4-oxo-1 .4-dihydroquinoline-3-Gartx>xylate (200 mg) 
was dissolved in N.N-dimethyHormamide (4 ml). 28% Aqueous ammonia (1 ml) was added to this solution, and the mix- 
ture was stirred overnight at SCC in a closed state. Additional 28% aqueous ammonia (2 ml) was added, and the mix- 
ture was stirred overnight in the same manner as described above. After the temperature of the reaction mixture was 
20 given back to room temperature, it was concentrated to two-thirds under reduced pressure. Red solids deposited were 
collected by filtration, washed with water and then dried to obtain the title compound (90 mg) as a reddish brown pow- 
der. 

Melting point: > 261^0 (decomposed). 
25 H-NMR (d^-DMSO) ft: 

5.47(brs.2H). 6.75(brs.2H). 7.00-7.03(m.1H). 7.43(t.J«10H2.1H). 7.72(s.1H). 7.96(d.J=11Hz.1H), 8.34(s.1H), 
9.14(s.1H). 

30 Example 102: 

Synthesis of 1 -(5-amino-2.4-difluorophenyl)-8-chloro-6-f luoro-7-metfiylamino-4-oxo-1 .4-dihydroquinoline-3-methylami- 
docartx>xylic acid: 

35 [0242] Ethyl 1-(5-amino-2,4-difluorophenyl)-8-chloro-6,7-difluoro-4-oxo-1 .4-dihydroquinoline-3-carboxylate was dis- 
solved in N.N-dimethylformamide (20 ml). A 40% methylamine solution was added to this solution, and the mixture was 
stirred overnight at SO'^C in a dosed state. Additional 40% methylamine solution was added, and the mixture was stirred 
overnight at SO^'C in a closed state. Etiiyl acetate was added to this solution, and solids deposited were removed by fil- 
tration. After the filtrate was washed with water and dried over anhydrous magnesium sulfate, the solvent was distilled 

40 off under reduced pressure. The residue was subjected to column chromatography on silica gel (silica 600 cc/chloro- 
fbrm) to obtain the titie compound (42 mg) as a brown powder. 

Melting point: 206-208<'C. 
^ H-NMR (CDCI3) 6: 

45 

2.82-2.84(m,3H). 3.18(t.J=5Hz.3H). 3.47(brs.2H). 4.36(brs.2H). 5.81 -5.89(m.1H). 5.89(brs.1 H). 
6.83(t.J=10H2,1H). 7.79(d.J=14H2.1H), 8.12(brs.1H). 

Example 103: 

so 

Synthesis of 1-(5-amino-2,4-difluorophenyO-7-hydroxy-6-nitro-4-oxo-1,4-dihydroquinoline-3-cart>oxyljc acid: 

[0243] lT(5-Amino-2,4-difluorophenyl)-7-fluoro-6-nitro-4-oxo-1.4-dihydroquinoline-3-cart>oxylic acid (60 mg) was 
added to a 5% aqueous solution (3 ml) of sodium hydroxide, and tiie mixture was stinred at 40*^0 for 2 hours. The reac- 
55 tion mixture was acidified with a 3% aqueous solution of citric add. and solids formed were collected by filtration. The 
solids were subjected to azeotropic distillation with ethanol and toluene. Hexane was added to the residue to conduct 
filtration, thereby obtaining the titie compound (49 mg) as a yellow powder. Melting point: > 246''C (decomposed). 
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iH-NMR(d^-DMS0)8: 

5.58(brs,2H). 6.56(s.1H). 7.02(dd.1H), 7.54(dd,1H). 8.74(brs,2H). 
5 Example 104: 

Synthesis of 1-(5-amino-2.4Kjifluorophenyl)-7-methoxy-6-nitro-4-cwo-1,4<lihydrtxiu add: 

[0244] i.(5-Amino-2,4-drfluorophenyl)-7-1luoro-6-nitro-4-oxo-1,4-dihydroquinoline-3^ acid (60 mg) was 

10 added to a mixed liquid of a 28% sodium methoxide solution (1 35 mg) and pyridine (0.5 ml), and the mixture was stinred 
at 40*^0 for 2 hours. The reaction mixture was acidified with a 3% aqueous solution of citric acid, and solids formed were 
collected by filtration. The solids were subjected to azeotropic distillation with ethanol and toluene. Hexane was added 
to the residue to conduct filtration, thereby obtaining the title compound (20 mg) as a yellow powder. 

75 Melting point: > 255**C (decomposed). 
^H-NMR(d^-DMSO)6: 

3.89(s,3H). 4.61(brs.2H). 6.59(s,1H), 6.96(dd.1H). 7.13(dd.J=9H2.J=10H2.1H). 8.69{s.1H). 8.94(s.1H). 
20 Example 105: 

Synthesis of 1 -(5-amino-2,4-dif luorophenyl)-8-chloro-6-f luoro-7-(oxetan-3-yl)amino-4-oxo-1 ,4-dihydroquinoIine-3-car- 
boxylic acid: 

25 [0245] i-(5-Amino-2.4-difluorophenyl)-8-chloro-6.7-difluoro-4-oxo-1.4-dihydroquinoline-3-cart>oxylic acid (100 mg) 
was dissolved in a mixed liquid of pyridine (0.5 m!) and N-methylpyrrolidone (0.5 ml). A methanol solution (45%; 1.5 ml) 
of 3-aminoQxetane was added to the resultant solution. The mixture was stirred at 70**C for 18 hours. The reaction mix- 
ture was acidified with a 3% aqueous solution (20 ml) of citric acid, and solids formed were collected by fiHralion. The 
solids were subjected to azeotropic distillation with ethanol- Ether (5 ml) was added to the residue to conduct filtration, 

30 thereby obtaining the title compound (48 mg) as a pale yellow powder 

Melting point: 240-244''C. 
^H-NMR (d^-DMSO) 6: 

35 4.55-4.82(m.4H). 4.85-4.95(m.1H). 5.45(brs.2H). 6.79(brs.1H). 6.98(dd.J=8H2.J=9Hz.1H). 

7.38(dd.J=10Hz.J=11H2.1H), 7.98(d.J=13Hz.1H), 8.50(5.1H). 

Test Example: 
40 ( 1 ) Antit)acter ial action : 

[0246] The minimum inhibitory concentrations (MIC; ^g/ml) of specimen compounds against standard strains [S. 
aureus 209P (S.a ). S. epidermidis IFO 12293 (S.e.) and R aeruginosa IFO 3445 (P.a.)] were determined in accord- 
ance with the standard method (CHEMOTHERAPY, 29(1), 76, 1981) prescribed by The Japan Chemotherapeutic 
45 Association. The results are shown in Table 1 . 



Table 1 



Specimen compound 


MIC (MQ/ml) 




S.a. 


S.e. 


Ra. 


Compound of Example 1 1 


0.013 


0.05 


0.20 


Compound of Example 12 


0.013 


0.05 


0.10 


Compound of Exanrple 14 


0.013 


0.025 


0.20 


Compound of Example 16 


0.013 


0.05 


0.39 


Compound of Example 19 


0.013 


0.05 


0.39 
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Table 1 (continued) 



Specimen compound 


MIC (Mg/ml) 




S.a. 


S.e. 


Pa. 


Compound of Example 28 


0.006 


0.025 


0.39 


Compound of Example 30 


0.006 


0.025 


0.78 


Compound of Example 56 


0.006 


0.013 


0.20 


Compound of Example 59 


0.006 


0.013 


0.39 


Compound of Example 70 


\J.\J 1 o 


0 n?*5 


0.20 


Compound of Exanr^le 77 






0.39 


Compound of Example 88 


0.013 


0.025 


0.78 


Compound of Example 98 


0.013 


0.013 


0.39 


Compound of Example 99 


0.013 


0.05 


0-78 


Cyproftoxacin 


0.10 


0.78 


0.39 


Levoftoxacin 


0.20 


0.39 


0.78 


Sparfloxacin 


0.05 


0.20 


0.78 


Tosufloxacin 


0.05 


0.20 


0.39 



25 (2) Absorption • excretion : 

[0247] The recovery rates in both urine and bile of conrpounds according to the present invention upon oral adminis- 
tration to rats were determined to evaluate their absort>ability and excretory behavior. 

30 (a) Urinary recovery rate: 

[0248] Male SD rats aged 6 weeks fasted overnight were forced to orally administer a 0.5% methyl cellulose suspen- 
sion (20 mg/10 ml/kg or 10 mg/10 ml/kg) of each of specimen compounds using a peroral sound. Urine was collected 
twice in the course of from 0 up to 6 hours and from 6 up to 24 hours after the administration. The concentration of the 
35 specimen compound in the urine was determined by a paper disk method using Bacillus subtilis ATCC 6633 as a tester 
strain to find its recovery rate in urine. The results are shown in Table 2. 

(2) Biliary recovery rate: 

40 [0249] A polyethylene tube was inserted into the common bile ducts of male SD rats aged 6 weeks lasted overnight 
under etherization. After the anesthetic wore away, the rats were forced to orally administer each of the specimen com- 
pounds in the same manner as in the item (a) to collect bile till 24 hours after the administration. The concentration of 
the specimen compound in the bile was determined In the same manner as in the item (a) after hydrolysis with an alkali 
(0.1 N, NaOH. 37''C. 1 hour) or without being subjected to any treatment, thereby finding its recovery rate in bile. The 

45 r suits are shown in Table 2. 



so 



SB 
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Tables 







Recovery rate (%) 


5 




In urine 


In bile' 


Tcrtal recovery rate 






0-6 hours 


6-24 hours 


0-24 hours 


0-24 hours 




Compound of Example 1 1 


9.7 


13,7 


90.0 


113.4 


10 


Compound of Example 12 


4.8 


10.8 


81.7 


97.3 




Compound of Example 14 


1.2 


2.6 


103.1 


106.9 




Levofloxacin 


21.2 


13.7 


48.3 


83.2 




Tosufloxadn 


19.0 


12.3 


9.2 


40.5 


IS 


Referentiar* compound 


7.6 


2.7 


11.1 


21.5 



* : Recovery rate in t>ile after hydrolysis with the alkali. 
•V7-(3-Aminoa2etidin-l-yl)-1-(5-amino-2Atfrfluorophenyl)-8-chloro-6-fl^ 

noline-3-cart>oxylic acid. 



INDUSTRIAL APPLICABILITY 

[0250] The pyridonecart>oxylic acid derivatives according to the present invention or the salts thereof exhibit excellent 
25 antibacterial activities and peroral absorbabirity. scarcely cause side effects, and are easy of synthesis. The medicines 
according to the present irrvention comprising such a compound as an active ingredient are useful as agents for pre- 
venting or treating infectious diseases of the human or animals, and besides as medicines for fish' diseases, agricultural 
chemicals and food preservatives. 

30 Claims 

1 . A pyridonecarboxyiic add derivative represented by the general formula (1 ) : 



35 



40 



45 




( 1 ) 



wherein R^ is a group -OR^ (wherein R^ is a hydrogen atom or carboxy-protecting group), amino group or lower 
alkyl-amino group, R^ is a hydrogen atom, nitro group, amino or hydroxyl group which may be protected, lower alkyi 
group, or lower alkoxyl group, R^ is a halogen atom, hydrogen atom, nitro group, lower alkyI groip, lower alkoxyl 
group or amino group, R^ is a nitro group, azido group, hydrazine group which may be substituted, group -NR''°R" 
(wherein R"'° and R"" ^ may be the same or different from each other and are independently a hydrogen atom, lower 
alkyI group which may be substituted, lower alkenyl group, lower cycloalkyi group, saturated heterocyclic group or 
amino-protecting group), lower alkoxyl group or hydroxyl group. R^, R^ and R^ may be the same or different from 
one another and are independently a hydrogen atom, nitro group, halogen atom or lower alkyl group, R® is a nitro 
group, amino group which may be substituted, hydroxyl group or lower alkoxyl group. A Is a nitrogen atom or group 



63 



BNSDOCID: <EP 0&45435A1.L> 



■3 



EP 0 945 435 A1 

C-R^^ (wherein R"*^ is a hydrogen atom, halogen atom, lower alkyi group which may be substituted, lower alkenyl 
group, lower alkynyl group, lower alkoxyl group, lower alkylthio group or nitro group), and B is a nitrogen atom or 
group C-R^^ (wherein R"*^ is a hydrogen atom or halogen atom), or a salt thereof. 

5 2. A medicine comprising the pyridonecart^oxylic add derivative or the salt thereof according to Claim 1 as an active 
ingredient. 

3. The medicine according to Claim 2, which is an antibacterial agent. 

10 4. A medicinal composition comprising the pyridonecarboxylic acid derivative or the salt thereof according to Claim 1 
and a pharmaceutically acceptable carrier. 

5. Use of the pyridonecart>oxylic add derivative or the salt thereof according to Claim 1 for a medidne. 

15 6. A method of treating an infectious disease, which comprises administering an effective amount of the pyridonecar- 
boxylic add derivative or the salt thereof according to Claim 1 to mammal induding the human, fish or shellfish, or 
bird. 
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This intenaiioul search report has eot beco esnblisbcd in lespeci of cemin claims noder Aniclc 17(:Xa) for the foUowing 



1. Qaims Nos.: 5,6 

— because dicy relate to subject maner not icquii ed to be searcbed by this Auilioriiy, namely: 

Claims 5 and 6 pertain to methods for treatment of the human 
body by therapy. 



2. rn CSaims Nos.: 

because they relate to parts of the international application that do not qomply with the prescribed requirements to such 
an extent that no meaningful international search can be carried out, spedfically: 



3. rn Qaims Nos.; 

^— ' becaus e they arc dependem daims and arc not drafted in accordance with the second and third sentences of Rule 6.4(a). 
Box D Observations where tinity of invtntion is lacking (Continuation of ittm 2 of first sheet) 
This lotemaiioBal Searching Authority found multiple inventions in this imemaiiunal application, as follows: 



1. I — I As all required additional search fees were timely paid by the applicant, this international search repon covers all 
searchable claims. 

Z rn As all searchable daims could be searched without effon jusiiiying an additional fee, this Authority did not invite 
payment of any additional fee. 

3 r-n ^ only some of the required additional search fees were timely paid by the applicant, this iniemaiional search repon 
— covers only those daims for which fees were paid, spetxfically claims Nos.: 



4. rn No required additional search fees were timely paid by the applicant. Consequent ly. this international search report is 
rcstriaed to the invention first mentioned in the daims; it is covered by claims Nos.: 



Remark on Pretest The additional search fees were accompanied by the applicant's protest. 

pn No pTOiesi accompanied the paymem of additional search fees. 
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